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Abstract: The distribution of drugs and dietary phenolic compounds in the systemic circulation
de-pends on, among other factors, unspecific/specific reversible binding to plasma proteins such as
human serum albumin (HSA). Phenolic substances, present in plant-derived feeds, foods, beverages,
herbal medicines, and dietary supplements, are of great interest due to their biological activity.
Recently, considerable research has been directed at the formation of phenol-HSA complexes, focusing
above all on structure—affinity relationships. The nucleophilicity and planarity of molecules can be
altered by the number and position of hydroxyl groups on the aromatic ring and by hydrogenation.
Binding affinities towards HSA may also differ between phenolic compounds in their native form
and conjugates derived from phase II reactions. On the other hand, food-drug interactions may
increase the concentration of free drugs in the blood, affecting their transport and/or disposition and
in some cases provoking adverse or toxic effects. This is caused mainly by a decrease in drug binding
affinities for HSA in the presence of flavonoids. Accordingly, to avoid the side effects arising from
changes in plasma protein binding, the intake of flavonoid-rich food and beverages should be taken
into consideration when treating certain pathologies.

Keywords: plasma protein binding; distribution; bioavailability; molecular property; noncovalent
interaction; pharmacokinetics

1. Introduction

The biological activities of dietary phenolic substances, present in plant-derived feeds, foods,
beverages, herbal medicines, and dietary supplements, are of great interest. Polyphenols, which can
be classified as flavonoids and non-flavonoids, contain, in addition to other substituents, at least one
aromatic ring with one or more hydroxyl groups [1,2]. Flavonoids are a group of natural substances
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with variable phenolic structures as flavonols, flavan-3-ols (monomeric and polymeric structures),
flavones, isoflavones, flavanones, and anthocyanidins. On the other hand, stilbenes, hydrolyzable
tannins, lignans, and phenolic acids can be classified as non-flavonoids [3].

The absorption, distribution and elimination of dietary phytochemicals depend on their intestinal
permeability and the influence of pre-systemic enzymes and/or transporters [4]. As systemic exposure
can reflect tissue exposure, greater bioavailability should result in higher levels in tissues. Bioavailability
is defined as the rate and the extent to which the active ingredient/phytochemical or moiety is absorbed
from the ingested matrix and becomes available at the site of action [5]. It is well known that phenolic
compounds have a low oral bioavailability, and undergo an extensive biotransformation mediated by
phase I and phase Il reactions in enterocytes and the liver, as well as by gut microbiota [6]. Polyphenol
metabolites are also attracting research interest as their biological effects can be similar to or greater
than those of the parent compounds [6,7]. Paradoxically, despite low oral bioavailability, most of the
phenolic compounds have proven to have significant biological effects [6].

Once a xenobiotic has entered the systemic circulation, its rate of distribution to the various tissues
of the body will be influenced by tissue hemodynamics (blood flow) and the ease with which it can
cross the lipoidal cell membranes, either by passive diffusion or by passive/active facilitated transport
(carrier-mediated) [8]. Nevertheless, the extent of distribution depends on partitioning into fat and
other tissues and on unspecific/specific reversible binding to plasma proteins [9]. Plasma proteins,
also called serum proteins, constitute important organic components consisting of simple as well as
conjugated proteins [10]. Drugs are transported in the circulation either in a free form, dissolved in
the aqueous phase of plasma, or in complex bonds with plasma proteins [11] in varying degrees [12].
Following the principle of reversible equilibrium and the law of mass action [13], an equilibrium
exists between bound and free (unbound) molecular forms—additionally because binding is generally
reversible [12]. Only the free form is capable of diffusing through membranes and from the vascular
space into tissues, being eliminated by metabolism or excretion [14], and therefore pharmacological
activity is exerted by the free drug concentration [15,16]. The fraction of a xenobiotic bound to a
plasma protein depends on protein affinity towards the compound, protein and compound molar
concentration, as well as on the possible competition with other endogenous and exogenous compounds
for binding sites [17]. Generally, acidic compounds tend to bind to albumin, basic compounds to
a4 -acid glycoprotein (AAG), neutral compounds can be bound to both human serum albumin (HSA)
and AAG, and neutral lipophilic compounds to lipoproteins. Other proteins, such as «-globulin,
transcortin, fibrinogen, sex-hormone-binding globulin, and thyroid-binding globulin, bind specific
compounds [18,19].

The free drug/xenobiotic concentration depends on the unbound drug clearance and dose, and is
not usually changed by plasma protein binding (PPB) [16]. At a steady state, the free drug concentration
remains balanced on both sides of any biomembrane [16]. As drug clearance occurs, a new equilibrium
between bound and unbound forms is reached, which acts to maintain the free drug fraction [14].
Drug—protein complexes in plasma also serve as a drug reservoir, replacing what is removed by various
distribution and elimination processes [8,15,17,20].

The free drug fraction is the ratio between the free drug concentration and total drug plasma
concentration, which has values between zero (totally bound) and one (totally free), and remains
constant in normal physiological conditions and at low molar drug concentrations. Only if the
free fraction remains constant can the total plasma concentration be considered a good measure of
changes in the unbound drug/xenobiotic concentration. This concept is important because the total
plasma concentration is what is usually measured and not the unbound concentration, which is
only occasionally determined. Although at the therapeutic concentration of most drugs, the molar
concentration of unbound drugs is usually low in comparison with the molar concentration of the
protein binding sites [13,21], in some pathophysiological conditions, the free drug fraction can be
reduced/increased with ensuing changes in the distribution process, either by an altered protein-drug
affinity or by a change in plasma protein levels [16].
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Although it is traditionally considered that only the free form is capable of diffusing through
membranes, recent studies have hypothesized that HSA facilitates Dp44mT delivery to the lysosomes by
internalization through a carrier mediated transport mechanism enhancing its anti-cancer activity [22].
In addition, an in vitro study has shown for proteins with a net negative charge such as albumin,
and for drugs highly bound to albumin and in the physiological albumin concentration range,
a protein-mediated uptake mechanism [23]. It was observed in hepatocytes and cardiac myocytes.
Certainly, this requires further intense investigation since PPB is an important process that determines
the pharmacological activity and pharmacokinetics of drugs and other xenobiotics [12,24], and the
impact of PPB on the efficacy and safety of a treatment needs to be better understood [25].

As with other xenobiotics, the distribution of phenolic compounds to the various tissues of the
body is influenced by unspecific, reversible binding events to plasma protein [9]. PPB and phenolics
have been the subject of numerous recent studies, which have focused above all on structure-affinity
relationships. The aim of this review is to summarize how structural modifications affect the affinity of
the main dietary polyphenols and their metabolites for HSA and to elucidate the main factors involved
in their binding and the binding site. Drug binding properties of HSA and competitive binding with
the most widespread dietary phenolic compounds are also covered.

2. Plasma Proteins

Plasma contains various proteins with different functions including the transport throughout the
circulatory system of endogenous and exogenous molecules. The binding of small molecular weight
drug molecules with plasma proteins is mostly associated with HSA and AAG and, to a lesser extent,
globulins and lipoproteins [26].

HSA is a 66 kDa non-glycosylated monomeric protein of 585 amino acids present in the human
body at a concentration of 0.53-0.75 mM [20,27]. HSA constitutes ~4.5% of the weight of human blood
and helps to maintain osmotic pressure and pH in the blood stream [26,27]. Its principal functions
are to transport fatty acids, hormones, drugs, nutrients and inorganic ions and to buffer pH [28,29].
Due to a large content of ionic residues, HSA is highly soluble in water and its flexibility allows
specific binding to a wide array of molecules [26]. The polypeptide chain of HSA forms a heart-shaped
conformation with approximate dimensions of 80 x 80 x 30 A, about 67% consisting of «-helices [11,28].
It contains three homologous a-helical domains (I-11I), each further divided into two subdomains
(A and B) [30]. Among them, subdomains IIA and IIIA are two important binding sites. They are
delimited by a hydrophobic surface on one side and a positively charged surface on the other side,
displaying well determined cavities to specifically bind neutral and negatively charged compounds.

The globulins («-globulins, 3-globulins, and y-globulin) are a group of globular water-insoluble
proteins [31]. AAG, also known as orosomucoid, is acidic, heavily glycosylated (38 to 48 kDa protein,
concentration ~12-31 uM), and comprises a single amino acid chain of 204 residues. An acute phase
plasma protein, it is the principal extracellular lipocalin present in blood [32]. Multiple drug-binding
sites have been reported for AAG, but one appears to be most important, particularly for basic and
neutral drugs [8,27]. It should also be considered that if a compound is available as a racemic mixture
in blood/plasma, both HSA and AAG are able to bind preferentially to one stereoisomer [25].

To date, two different approaches to assess drug—protein binding can be distinguished. On one
hand, separative methods used to determine directly either the unbound drug or the bound drug
concentration by separation of the free ligand from the bound species can be classified as conventional
methods (equilibrium dialysis, ultrafiltration and ultracentrifugation), high-performance affinity
chromatography and capillary electrophoresis—frontal analysis. On the other hand, non-separative
methods have been developed to characterize drug—protein interactions. In this sense, spectroscopic
methods (UV-visible, fluorescence, infrared, nuclear magnetic resonance, optical rotatory dispersion,
and circular dichroism) based on the perturbation of electronic and spectroscopic energy levels of the
ligand or the protein and calorimetric techniques (isothermal titration calorimetry and differential
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scanning calorimetry) have been extensively used. In the last year, computational measurements have
also been developed to characterize the polyphenol-protein interactions [1,24].

3. Phenolic Compounds and Plasma Protein Binding

PPB and phenolic compounds have been the subject of numerous recent studies, which have
focused primarily on structure—affinity relationships. The main observations are summarized in
Table 1.

Table 1. Main effect of first pass metabolism of dietary phenolic compounds in human serum albumin
(HSA) binding.

Class Subclass Reaction Effect References

The binding affinity of flavonols for HSA * is
Hydroxylation structure-dependent, increasing with the number of [33-35]
OH groups in the A, B ring.

Flavonols

Glucuronidation Decrease the binding constants. [36,37]

Sulfation Decrease the binding constants. [38]

The HSA affinity of flavones was influenced by the

Hydroxylation location and number of the OH group.

[33,35,39,40]
Hydrogenation of the unsaturated C2=C3 double

Flavones Hydrogenation bond can reduce binding affinities for CHPP **.

This reaction enhanced hydrophobicity and

hydrophobic interactions increasing affinity for HSA. [33,35,401

Methoxylation

The hydroxylation at positions 5 and 7 on the A ring
increased HSA binding affinity rates.
Isoflavones Hydroxylation A weakening of isoflavones binding affinities for [33,35]
CHPP after of hydroxylation in C-5 (A ring) and
C-3’ (B ring).

The C2=C3 double bond conjugated with the oxo
Hydrogenation group at C-4 plays an important role in flavanone [40]
affinity for plasma proteins.

Flavonoids

Affinity increased by the addition of a hydroxyl
Flavanones Hydroxylation group on the A ring (C-5 and C-7) and the B [35]
ring (C-2').

Methoxylation Slightly increased the protein binding rate. [40]

Glucuronidation in the B-ring weakly destabilizes

the flavanone-HSA complex. (411

Glucuronidation

The number of hydroxyl groups on the B ring and
Flavan-3-ols Hydroxylation the presence of a galloyl (3,4,5-trihydroxybenzoyl) [42-44]
moiety increase binding affinities for HSA.

The binding affinities increase with the number of

hydroxyl groups on the B ring. [45-47]

Hydroxylation

Anthocyanidins - -
The methoxylation could either strengthen or reduce

the anthocyanin affinity for HSA. [46,47]

Methoxylation

In the case of benzoic acid, the introduction of (1) an
OH group at C-2 on the benzene ring exerted a
positive effect and (2) a hydroxy substituent at C-4
had a negative influence.

Hydroxylation

Hydroxybenzoic

acids Both methylation of the hydroxy groups and
substituting the hydroxy groups with methyl groups
at C-3 and C-4 on the benzene ring resulted in an
increase of binding affinity.

[48]

Phenolic Acids Methoxylation

Hydroxycinnamic Minimal modifications of the chemical structure led
acids to significant changes in binding.

Hydroxylation The stilbenoid—HSA affinity was increased. [35,53]

[49-52]

Stilbenes Methylation The stilbenoid-HSA affinity was reduced.
Methoxylation [53]

The intensity of the interaction depends not only on
the number of OH groups, but also on the bulk,
flexibility and hydrophobicity of the chemical
structure.

Hydrolysable

Tannins Hydroxylation

* HSA: human serum albumin; ** CHPP: common human plasma protein.
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3.1. Flavonoids

Flavonoids are the major polyphenols in a wide variety of plant sources. Associated with antiaging,
antifungal, anti-inflammatory, and anticancer activities, they exhibit high reactivity with reactive
oxygen species such as hydroxyl, alkoxyl, or peroxyl radicals and efficiently inhibit lipid peroxidation
in micelle systems [57]. They have a tricyclic structure in which a phenyl (B ring) is attached at position
two or three of a benzopyrone or benzopyran system (AC rings), [1] as shown in Figure 1. The most
common sub-classes of flavonoids are flavonols, flavones, isoflavones, flavanones, flavan-3-ols, and
anthocyanidins, which are differentiated by the structural features of the C ring [2]. The interactions
between flavonoids and plasma proteins have been extensively studied. In 2018, it was found that the
position of hydroxyl groups and the presence/absence of an unsaturation between C2-C3 in flavonoids
could influence binding with HSA [57].

OH
Flavanone Flavan-3-ols Anthocyanidins

Figure 1. Chemical structure of flavonoids.

3.1.1. Flavonols

Flavonols (3-hydroxyflavones) are compounds with medium nucleophilicity and a partial positive
charge at the C-3 position [39]. Given that flavonoids are present in the blood circulation mainly as
conjugates resulting from phase II metabolic reactions, it is important to know the affinity of flavonoid
conjugates for albumin rather than that of their native forms. In this sense, the study of Dufour and
Dangles estimated that the majority of flavonol conjugates (more than 80%) circulate bound to albumin
rather than in their free form [38]. This transport through the blood circulation is essential for its further
delivery at the cell surface, and consequently, membrane uptake to finally produce its biological effect.
In this sense, the binding would facilitate the uptake of circulating flavonol conjugates into tissues.

Structurally, the binding affinity of flavonols for HSA is structure-dependent, increasing with
the number of OH groups: the addition of a hydroxyl group at C-5 (A ring) increased the binding
rate of fisetin with common human plasma proteins (CHPP) by 11.48% [33]. The same occurs
for the B ring where the binding constants were in the following order: myricetin > quercetin >
kaempferol [34]. Additionally, hydroxylation at C-4” (B ring) slightly increased the binding affinity of
3,4'-dihydroxyflavone (88.77 + 0.07%) compared to 3-hydroxyflavone (87.78 + 0.03%) [35] and reduced
that of galangin [33].

Quercetin, one of the most abundant flavonoids in our diet, mainly binds to HSA (subdomain IIA),
followed by AAG and with no substantial interaction with very-low-density lipoproteins (99.4 + 0.1,
39.2 + 0.5 and <0.5%, respectively) [58]. The binding constants determined for the glucuronide form of
quercetin were lower compared to the parent compound, but the stability of quercetin-3-glucuronide
and isorhamnetin-3-glucuronide complexes was still high enough to significantly interact with HSA [36].
The main reasons why the glucuronidated form of quercetin had less affinity for HSA are: (1) formation
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of an intermolecular hydrogen bond or an ionic interaction between the hydroxyl group of quercetin
(C-3) and the nitrogen atom of Lys195 [37]; (2) for steric reasons, the presence of the bulky polar
substituent (position three) may reduce the PPB affinity of this metabolite; (3) lower complex stabilities
due to the absence of interaction of the 3-hydroxyl moiety with Lys195 [36]. On the other hand,
the binding experiments reveal that quercetin sulfate lowers its affinity to albumin by one order of
magnitude [38]. However, contradictory results were obtained in the study in which the sulfate form
of quercetin (quercetin-3’-sulfate) bound to HSA slightly more readily than quercetin [36].

3.1.2. Flavones

Flavones are compounds with medium to high nucleophilicity and a medium partial negative
charge at C-3 [39]. Similar to flavonols, these hydrophobic compounds display stronger binding
affinities for HSA (higher binding constants) than the other flavonoids [39,59].

Changes in flavone affinity for HSA and CHPP after oxidation or conjugation reactions have been
studied. The introduction of a hydroxyl group on the A ring enhanced the HSA binding rate [35].
Another study has found that the optimal number of hydroxyl groups on the A ring of flavone
7-hydroxyflavone, 5,7-dihydroxyflavone (chrysin), and baicalein was one, and the affinities for HSA
decreased with the addition of more hydroxyl groups at positions C-5, C-6, and/or C-7 [60]. In 2016,
Rimac and coworkers demonstrated that the HSA affinity of flavones was influenced by the location of
the OH group, which had an enhancing effect when attached at C-4 on the A ring [39]. Regarding the
B ring, the same authors found that after hydroxylation, apigenin had less affinity than chrysin (1.32 +
0.05 x 10° and 1.95 + 0.08 x 10° M~!, respectively) [39]. Hydroxylation at C-3’ slightly enhanced flavone
binding affinity for HSA, which was about 1.38-fold higher in luteolin compared to apigenin [40],
a difference that increased to 1.74-fold for CHPP [33]. Hydroxylation of the C ring resulted in a 12.5%
higher protein binding rate in 3-hydroxyflavone compared to flavone [35]; hydroxylation at C-3 also
increased the affinity of luteolin for CHPP, but little effect was observed in chrysin and apigenin [33].

Hydrogenation of the unsaturated C2=C3 double bond of flavone, 6-hydroxyflavone,
and 6-methoxyflavone reduced binding affinities for CHPP by 10.02- to 17.82-fold, but had hardly
affect in apigenin and 7-hydroxyflavone [33]. This structural modification had a similar outcome on the
affinity of flavone, 6-hydroxyflavone and 7-hydroxyflavone for HSA [35]. The explanation is that the
reaction modified the flavonoid C ring from a planar to a twisted structure [33], also reducing polarity,
and molecules with a non-planar structure were unable to enter the hydrophobic pockets in HSA [35].
Planarity is therefore an important prerequisite for flavonoid binding in the hydrophobic cavity [39].

Methoxylation increased tangeretin affinity for HSA 100-fold, mainly attributed to enhanced
hydrophobicity and hydrophobic interactions [40]. Compared to flavone, the affinity of
6-methoxyflavone was slightly higher, whereas a slightly lower affinity was observed when a hydroxyl
group was substituted by a methoxy group (methylation) (6-methoxyflavone < 6-hydroxyflavone) [33].
The same behavior was observed with 5-methoxyflavone and 6-methoxyflavone, whose affinity was
reduced by 20% and 4%, respectively. The more methoxy groups were added, the more the protein
binding rate decreased (tangeretin > nobiletin) [35].

3.1.3. Isoflavones

Soybean and derived food products are the main sources of dietary isoflavones [1], above all
genistein, daidzein and glycitein [61]. Isoflavones have low nucleophilicity and a low partial negative
charge [39]. Studies on genistein have indicated it binds to HSA via polypeptide polar groups with
overall binding constants of 2.4 + 0.40 x 10* M1 [62] and 1.5 + 0.2 x 10° M1 [61]. In the same study,
the genistein-HSA complex was found to preclude the attachment of daidzein due to competitive
binding. The hydroxylation of isoflavones at positions five and seven on the A ring increased HSA
binding affinity rates [35]. This is in contrast with Xiao and coworkers [33], who reported a weakening
of isoflavone binding affinities for CHPP after C-5 hydroxylation of the A ring; similar behavior was
observed for HSA after C-3" hydroxylation of the B ring (formononetin > calycosin) [35].
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3.1.4. Flavanones

Flavanones have very low nucleophilicity and a high partial negative charge at C-3 on the C
ring [39]. In 2011, Cao and coworkers demonstrated that the C2=C3 double bond conjugated with the
oxo group at C-4 played an important role in flavanone affinity for plasma proteins; hence, the affinity of
apigenin for HSA is about 10,000-fold higher than that of naringenin [40]. Moreover, affinity increased
by the addition of a hydroxyl group on the A ring (at C-5 and C-7) and the B ring (at C-2’) [35]. Regarding
methoxylation, the addition of a methyl group at position six on the A ring of flavanone slightly
increased the protein binding rate [35] and increased the affinity of tangeretin for HSA 100-fold [40] by
polarity reduction and capacity improvement to penetrate the tryptophan-rich hydrophobic regions of
HSA [40]. Finally, and considering glucuronidation, it showed weakly destabilized flavanone-HSA
complexes and the effect was slightly stronger than if it had occurred in the B ring [41].

3.1.5. Flavan-3-Ols

The subclass of the flavonoid family known as flavan-3-ols includes catechins and plant phenols
widely distributed in various fruits, red wine, juices, and cocoa, with green tea being the richest dietary
source [63]. The number of hydroxyl groups on the B ring and the presence/absence of a galloyl
(3,4,5-trihydroxybenzoyl) moiety are responsible for the functional differences in catechins such as
(—)-epigallocatechin, (—)-epicatechin, (—)-epicatechin gallate and (—)-epigallocatechin gallate [42,43].
Thus, those with the galloyl moiety showed enhanced hydrophobic properties and consequently higher
binding affinities for HSA than catechins lacking this substituent [43,44]. Differences in protein affinity
have also been found among stereoisomeric flavan-3-ols [64]. The binding constant (Ka) obtained
for (+)-catechin-HSA lies in the intermediate range, not being so low that it leads to an inefficient
distribution or so high that it lowers the plasma concentration [42]. The number of binding sites found
for the catechin—-HSA systems range from 0.87 to 1.10, suggesting that one HSA molecule associates
with one catechin molecule [63].

3.1.6. Anthocyanidins

Anthocyanins are water-soluble pigments found throughout plants but are most obvious in fruits
and flowers, presenting a spectrum range from pink, red and violet to dark blue [45,46]. The basic
chemical structure of anthocyanins is 3,5,7-trihydroxy-2-phenylbenzopyran and they can be classified
according to whether they are glycosylated or not, as well as by the number and location of hydroxyl
or methoxyl groups and their substituents on the rings [45]. Thus, under physiological pH conditions,
the number and position of the hydroxyl groups on the B ring affected anthocyanin affinities for HSA,
which increased with the number of groups [45-47]. This effect can be explained considering that at pH
7.4 quinoidal and anionic quinoidal bases are major species, which favor hydrogen bonding and other
types of electrostatic forces [47]. On the other side, the influence of methoxylation and glycosylation
could either strengthen or reduce the anthocyanin affinity for HSA [46,47].

3.2. Phenolic Acids

Phenolic acids, including benzoic and cinnamic acids, are the predominant type of polyphenols in
fruits, vegetables, and most plant-derived beverages [49]. Structurally, they derive from benzoic or
cinnamic acid, as shown in Figure 2.
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Figure 2. Chemical structure of representative phenolic acids. General chemical structure of stilbenes
and hydrolysable tannins.

3.2.1. Hydroxybenzoic Acids

Ellagic acid, a pharmacologically beneficial polyphenol found in fruits (grapes, strawberries,
blackcurrants and raspberries) and nuts [65-67], formed a complex with HSA with a binding affinity
constant of 15.5 x 10* M1 [65]. In 2014, He and coworkers demonstrated that ellagic acid binds to
HSA more strongly than oleuropein [68]. In the case of benzoic acid, the introduction of different
numbers and arrangements of hydroxy groups and other substituents on the aromatic ring altered the
binding affinities as follows: (1) a hydroxy group at C-2 on the benzene ring exerted a positive effect;
(2) a hydroxy substituent at C-4 had a negative influence; and (3) both methylation of the hydroxy
groups and substitution of the hydroxy groups with methyl groups at C-3 and C-4 on the benzene ring
resulted in an increase [48].

3.2.2. Hydroxycinnamic Acids

The most representative hydroxycinnamic acids are caffeic acid, chlorogenic acid, and caffeoyl
quinic acids [1]. The association constants (K) for the HSA—chlorogenic acid interaction at 10, 25
and 40 °C were 6.0 x 10%, 9.0 x 10® and 2 x 10* M, respectively [69], indicating the involvement
of two major forces in the binding process. Similar results were reported by Kang and coworkers
(4.37 x 10* M~1) [50]. The formation of a biomolecular complex between chlorogenic acid and its
derivatives with HSA was also studied by Sinisi and colleagues [70]; the reported dissociation constants
indicated a very high affinity for this family of compounds, and minimal modifications of the chemical
structure led to significant changes in binding. In another study, the binding affinity of chlorogenic
acid and its isomers for HSA ranked in the decreasing order: cryptochlorogenic acid > neochlorogenic
acid > chlorogenic acid; the 4-esteryl structure was associated with a higher binding affinity and larger
conformational changes than the 3- or 5-esteryl structures [51]. The binding constant of HSA complexes
was calculated to be 4.29 x 10* M1 at 298 K for rosmarinic acid [49] and 2.23 x 10* M~ for ferulic
acid [50]. Cinnamic acid and its hydroxyl derivatives interacted with HSA in the decreasing order of
caffeic acid > p-coumaric acid > cinnamic acid [52].

3.3. Stilbenes

Stilbenoids are an important group of phenolic compounds with a C6-C2-C6 carbon skeleton
structure [1], as shown in Figure 2. Among them, resveratrol, found largely in the skin of red
grapes and wine, binds to HSA with an association constant of 2.56 x 10° M1 [71]. The effect of
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hydroxylation of stilbenes has been studied in the context of the structure-affinity relationship of
stilbenoid—-HSA systems. It has been recently demonstrated that the addition of a hydroxyl group to
resveratrol (piceatannol and oxyresveratrol) on the B ring increases the binding rates [35]. In addition,
hydroxylation increased the binding affinities of stilbenoids for HSA (pterostilbene > pinostilbene >
oxyresveratrol > piceatannol > resveratrol > isorhapontigenin > piceid) [53]. The stilbenoid—-HSA
affinity was reduced by methylation (resveratrol > pterostilbene) [54] and enhanced by methoxylation
at C-3 or C-5 of resveratrol [53].

3.4. Hydrolysable Tannins

Little is known about the structural and functional relationship between plasma proteins and
tannins. Sekowski and coworkers demonstrated that hydrolysable tannins interact very strongly with
HSA, with an intensity of the interaction that depends not only on the number of hydroxyl groups,
but also on the bulk, flexibility and hydrophobicity of the chemical structure [55,56]. Tannins with
higher molecular weight bind with stronger interaction to proteins, but also tannin flexibility has
to be considered: the more flexible the structure, the more rotational capacity of the molecule and
easier access to protein binding pockets [55]. Thus, larger and more flexible molecules are capable of
changing the secondary structure of albumin through surface interactions, but the presence of valoneoyl
structures limit the capacity of tannins to penetrate the hydrophobic tryptophan pocket [55,56].

4. Interactions between Phenolic Compounds and Plasma Proteins

4.1. Non-Covalent Bonds

Phenolic compounds, under non-oxidative conditions, form reversible complexes with plasma
proteins [72,73] involving hydrogen bonds, electrostatic interactions, hydrophobic effects and van der
Waals forces [45,72,73]. The interactions between polyphenols and proteins are determined by the
thermodynamic parameters of enthalpy (AH®) and entropy (AS°). Positive values of both parameters
indicate a hydrophobic interaction; negative values point to van der Waals forces and hydrogen
bonding; and AS° > 0 and AH® ~ 0 indicate that an electrostatic force plays a vital role in aqueous
solutions [74].

The attraction between the aromatic ring of the polyphenol and hydrophobic regions of other
compounds (aliphatic and aromatic side chains of amino acids) leads to the formation of hydrophobic
bonds [75]. These bonds arise from changes in entropy rather than enthalpy and are reversible and
independent of pH [75]. Hydrogen bonds involve the sharing of a phenolic proton with numerous
amide carbonyl moieties of HSA and occur only in the presence of phenoxyl hydrogen. On the other
hand, ionic bonds are only generated when polyphenols are ionized to highly reactive phenolate ions.
Electrostatic attraction between the phenolate ion and cationic portions of other compounds leads to
the formation of this bond [75].

The nature of phenol-protein complexes depends heavily on individual phenolic structures,
and the spatial arrangements of substituents seem to be key factors in phenol-HSA affinities [57,72].
In genistein-HSA complexes, hydrophobic and electrostatic interactions play a central role in the
binding [76], although the involvement of hydrogen bonds and ionic interactions has also been
suggested [61]. The binding between naringin and HSA strongly involves hydrophobic interactions,
according to the positive values of AH® and AS°, but the involvement of electrostatic interactions cannot
be ruled out [77]. The nitrogen atom of Lys195 is suitably positioned to establish an intermolecular
ionic interaction with the hydroxyl at C-3 in quercetin [37].

To date, numerous studies on flavanone-HSA complex formation have suggested the involvement
of: (1) hydrogen bonds between the phenolic hydroxyl groups and the polypeptide chain or polar
amino acid residues; (2) hydrophobic interactions between the aromatic ring and hydrophobic amino
acid residues; (3) electrostatic forces generated after the deprotonation of the acidic phenolic hydroxyl
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group in the A ring (hesperetin) by the basic amino acid residues; (4) perpendicular and parallel m—7m
interactions and (5) van der Waals forces [78-81].

There is considerable evidence that catechins bind to HSA via hydrophobic and hydrogen
bonding [63,64,82]. It has been demonstrated that hydrogen bonding and van der Waals forces are
predominant in (+)-catechin-HSA complexes [42]. However, thermodynamic parameters indicate that
tea catechins bind serum proteins via ionic interactions (+AS° 18 to 9 ] mol~' K= and —~AH® -13 to
—8 kJ mol~1) [82].

As anthocyanins are transported in the circulation system, small molecules bound to plasma
proteins are exchanged with their free form in order to maintain an equilibrium [29]. Various studies
have focused on the structure-molecular affinity relationship of the anthocyanin-HSA interaction.
The van der Waals forces, hydrogen bonds, hydrophobic effect and electrostatic forces are the main
drivers of the anthocyanin—protein complex formation [29,47]. The strength of anthocyanin binding to
HSA is affected by factors such as pH, temperature, and chemical structure. Thus, the hydrophobic
effect plays a major role at pH 4 but is less important at pH 7.4. Moreover, at pH 7.4, the association
constant of HSA with aglycones bearing an increasing number of hydroxyl groups indicates the
importance of attractive electrostatic interactions such as hydrogen bonding between polar groups [47].

Hydrophobic forces and hydrogen bonds are predominant in the HSA binding interactions
with phenolic acids and their methyl esters, respectively [48], as well as with ellagic acid [65,66,68];
the involvement of van der Walls forces has also been proposed [67]. Gallic acid is reported to bind to
HSA mainly by hydrophobic and electrostatic interaction in microemulsions [83].

Little is known about the structural and functional relationships in tannin-HSA and
stilbenoid-HSA complexes. Tannin interaction with plasma proteins was recently described as
complex and opportunistic, occurring without specific binding sites and determined mainly by
hydrophobic forces and hydrogen bonds [55,56]. On the other hand, the hydrophobic interaction is the
main force binding stilbenoids with HSA [53]. Regarding resveratrol, structural analysis showed that
it binds non-specifically (H-bonding) via polypeptide polar groups [71].

4.2. Hydrolysable Tannins

Highly reactive with oxygen species, many polyphenols can be oxidized to their corresponding
semiquinones and quinones, which may then undergo covalent reactions with an enormous number of
nucleophiles [73], such as amino acids or thiol groups [72]. In this context, covalent bonds can be formed
between a phenolic or quinone carbon ring and plasma proteins. The irreversible polyphenol-protein
covalent bindings influence the chemical properties of both species, are resistant to disruption by
denaturing agents [73,84,85], and can be formed enzymatically and non-enzymatically [75]. Regarding
phenolics, covalent bonds are the result of their electrophilic substitution at the ortho and para
positions. On the other hand, conjugate addition reactions to the unsaturated carbonyl moiety
lead to the formation of covalent bonds with quinones. The differences in the location and type
of substituents are a result of differences in electron densities and distribution both in phenols and
quinones. The phenolic polymerization through covalent bonds by oxidative processes (generating
phenoxyl radicals), or by condensation reactions between polyfunctional nucleophiles (including the
anions derived from polyphenols) and quinones can also be formed [75]. Covalent reactions can
change the protein structure with a corresponding modification of hydrophobic-hydrophilic properties
of the protein derivatives, accompanied by a change in solubility [73].

In 2005, Kaldas and coworkers demonstrated in an in vitro study that quercetin oxidized by
peroxidase/hydrogen peroxide covalently links to proteins, mainly with a high affinity for HSA [84].
However, in 2010, Cahyana and Gordon reported that non-covalent binding occurred between HSA
and anthocyanins with a quite weak negative value of Gibbs free energy (AG®, —28.2 to —36.3 k] mol 1),
which is much lower than the value for covalent bond formation (approximately 400 k] mol~1) [47].
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5. Binding Sites

HSA contains three homologous a-helical domains (I-III), each further divided into two
subdomains (A and B) [30]. Subdomains IIA and IIIA (Sudlow’s sites I and II, respectively) are
primary binding sites at which many drugs can bind, with IIA being the most prominent. In this
sense, bulky heterocyclic anions with the charge located in a central position of the molecules (such as
warfarin) are generally attached at the I site of HSA, while aromatic carboxylic acids with an extended
conformation and the negative charge located at one end of the molecule (such as ibuprofen) bind at
site I [11,38,79,85].

The IIA subdomain appears to be spacious and is comprised of several individual binding sites that
can accommodate ligands with a great variety of chemical structures. In contrast, the IIIA site is smaller
and less flexible and can only accept structurally similar ligands [39]. The protein microenvironment
of site I of HSA is rich in polar (basic) amino acid residues, which are able to stabilize the negatively
charged ligand bound in non-planar conformation [37].

In 2005, Dufour and Dangles proposed that the binding of flavonols mainly takes place in
subdomain IIA. Computational mapping of possible binding sites of quercetin revealed binding in
the large hydrophobic cavity of subdomain IIA [37], similar to that reported for kaempferol [86],
hesperetin [79] and apigenin [87].

The higher affinity of flavones for HSA possibly relies on the benzopyrone moiety (AC rings), which
protrudes from the hydrophobic cavity and points towards the entrance of site I, as the hydrophilic
phenolic hydroxyl groups can interact with nearby polar residues [88]. However, methoxylation
decreased flavone polarity and improved the ability to penetrate the tryptophan-rich hydrophobic
regions of proteins, which are often buried in the interior of the folded proteins [40]. To date, it is
known that the HSA conformation is altered by binding to trimethoxy flavone, with a decrease in
a-helix content and an increase in 3-sheets and random coils, suggestive of the partial unfolding of the
secondary structure of the protein [89].

The identification of a binding pocket in HSA for isoflavones suggests daidzein and genistein
are bound to the subdomain IIA [61]. Structural differences between curcumin and genistein did
not affect the hydrophobic binding affinity for HSA and therefore both are mainly bound in the
hydrophobic pockets of Try 214 in site I [62]. Moreover, structural analysis demonstrated that curcumin
and genistein bind to HSA via polypeptide polar residues and that the HSA conformation is altered
by their complexation, with a reduction in a-helix content and an increase in random coil and turn
structures, again indicating a partial protein unfolding [62].

Similar to the other flavonoids, the primary binding site for flavanones is in the subdomain IIA,
but it is located closer to the binding site in IIIA [40,77,78,80,81]. The alteration of the protein secondary
structure has also been studied [77]. When the flavanone concentration was increased, the percentage
of protein a-helix structure gradually decreased [77,79], which implied a rearrangement of the carbonyl
hydrogen bonding network of the main polypeptide chain of the protein [78,79]. The flavanones
entered the hydrophobic binding cavity located in subdomain IIA by hydrophobic interactions, and the
phenolic hydroxyl groups interacted through strong hydrogen bonds with C=0O and N-H of the
main polypeptide chain, resulting in the aforementioned rearrangement of the polypeptide carbonyl
hydrogen bonding network, and a consequent reduction in the protein a-helix structure [79].

A site marker competitive experiment has demonstrated that (+)-catechin is mainly located within
site I of HSA [42] and (%), (+), and (-) forms of catechin bind in the proximity of Trp-214 of HSA [64].
Additionally, studies on conformational changes in plasma protein after binding with flavan-3-ols
have reported that galloylated catechins increased the electrophoretic mobility of HSA, which reflects
a modification of its molecular charge [44,63]. Changes in the o-helicity of the (), (+), and (-) forms
of catechin were found to be marginal [64].

Protein conformational changes can also be attributed to the presence of anthocyanins. Interaction
of HSA with keracyanin causes changes in the polarity of the hydrophobic microenvironment.
The binding site of keracyanin might be in the hydrophobic cavity, the location of Trp-214 and at the
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center of the three domains of HSA, which induces slight unfolding or adaptive rearrangement of the
polypeptide backbone of the protein [29].

Structural differences affect the binding site of hydroxybenzoic acids. In 2009, a study revealed
that protocatechuic acid and its partially methylated products bind to HSA in sites I and II. In contrast,
the addition of a hydroxyl group from protocatechuic acid, yielding gallic acid, did not result in
competitive binding in sites I or II [90]. An evaluation of the bioactive interaction indicates that the
HSA residues for ellagic acid binding are located in subdomain IIA [66] and that the mode of binding
reaction is spontaneous [67], which would suggest an alteration of the protein secondary structure.
According to circular dichroism spectroscopic data, the fraction of alpha helicity was reduced from 52%
to 40% upon binding to ellagic acid [65]. Both ellagic acid and oleuropein interact with the binding
pocket of HSA in subdomain IIA [68]. In another study, it has also been demonstrated that gallic acid
could bind to the site I of HSA [83].

Differences between hydroxycinnamic acid binding sites have also been studied. Binding with
chlorogenic acid induces conformational change in HSA, involving the one tryptophan residue in
the binding region [51,69]. The binding of chlorogenic acid and rosmarinic acid most likely takes
place in site I and ferulic acid in site II [49,50]. Chlorogenic acids and their derivatives, which are
abundant in coffee, form a bimolecular complex within Sudlow’s site I and interact with Trp-214 [70].
Multispectroscopic and docking studies on the binding of chlorogenic acid isomers with HSA show
that three isomers bound to HSA at Sudlow’s site I, affecting the protein secondary structure [51].
Chlorogenic acid is thought to bind in subdomain IIA and ferulic acid in IIIA [50]. In another study,
it has been demonstrated that after the interaction between HSA with caffeic acid, p-coumaric acid and
cinnamic acid, the a-helix structure was reduced by 9, 5 and 3%, respectively) [52]. Finally, in 2015, Nair
demonstrated through experimental and theoretical studies that both resveratrol and pterostilbene
bind to the hydrophobic cavity at site IA in the subdomain II of HSA [54].

6. Phenolic Compounds-Drug Interaction

Data on food—drug interactions are generally scarce, despite some well documented exceptions
(e.g., grapefruit juice and statins), as food consumption and herbal teas/beverages are not usually
monitored in patients. Interactions occur after the concomitant intake of food and drugs, with impacts
on the absorption and/or metabolism of the active substance. In some cases, the effects of the interactions
may benefit the patients, but they frequently undermine the efficacy of the drug or induce adverse
reactions [91].

In the case of PPB, a hormone, drug or even a toxin can be displaced by competing
phenolic compounds and then circulates in the blood in a free form. The pharmacodynamics
and pharmacokinetics of a drug may subsequently be modified, potentially leading to stronger
pharmacological activity, adverse effects and faster elimination [39]. It should be noted that such
effects are rarely caused by the formation of phenol-HSA complexes, as the low phenol and high HSA
concentration in plasma renders saturation at the binding site unlikely. Moreover, phenolic compounds
are often subject to high first-pass metabolism, and thus it is the conjugated-HSA complex that should
be taken into account in a potential food—drug interaction. Nevertheless, such an outcome should be
kept in mind for drugs with high PPB, a low extraction ratio and narrow therapeutic index, and for
other plasma proteins more specific than HSA.

To date, most of the research on food—drug interactions has been focused on flavonoids and HSA.
Rutin and baicalin have been extensively used to determine the effect of flavonoids on the binding
properties of cleviprex, theophylline, nifedipine, promethazine and ticagrelor [91-95]. The results show
that (1) both hydrogen bonds and hydrophobic interactions play a central role in the binding process,
which is spontaneous; (2) flavonoids can reduce the association constant and increase the distance of
drugs binding to HSA due to competitive binding at site I; (3) the synergistic effect of drugs with rutin
and baicalin can further change the HSA conformation, and (4) reduced affinities of drugs binding to
HSA in the presence of flavonoids may lead to an increase in free drugs in the blood, which would
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affect their transportation and/or disposition and may provoke adverse or toxic effects, as shown in
Figure 3.

Flavonoids

Hydrogen bonds /‘ )
Hydrophobic interactions A

Binding distance between

3 g amino acids residues and
Site II Site I drugs.

‘Subdomain IITA) (Subdomain ITA)

Higher free drug
concentration in plasma
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causing by flavonoids

lValues of binding constant

Figure 3. Dietary flavonoid—drug interaction mechanism.

Quercetin had the same effect as rutin and baicalin on ticagrelor and propranolol binding to
HSA [95,96]. In 2012, Maciazek-Jurczyk and collaborators reported that competition from curcumin
for the binding site of tamoxifen in HSA reduced the binding affinity of this chemopreventive agent,
which increased its unbound fraction in the blood with potentially toxic effects [97]. In 2017, Rimac and
colleagues showed that warfarin—flavonoid interactions should be regarded as negligible, as they do
not share the same binding region in HSA [98]. Conversely, in the same year, it was demonstrated that
quercetin metabolites strongly displace warfarin when binding to HSA, suggesting that high quercetin
levels can negatively interfere with warfarin therapy [36].

Consequently, the intake of flavonoid-rich foods and beverages should be reduced during
treatment with the aforementioned drugs to avoid food-drug interactions and the incidence of toxic
symptoms. Alternatively, drugs that do not share the same binding region as flavonoids can be used.

7. Conclusions

PPB is a key process that determines the pharmacokinetics (distribution, metabolism,
and elimination) and effects of many drugs and dietary phenolics in the body. This review has
gathered valuable information concerning the binding of dietary polyphenols to HSA, highlighting
how the properties of these compounds can be substantially modified after the formation of a protein
complex. The structural differences among flavonoids, phenolic acids, stilbenes, and hydrolysable
tannins strongly affect the binding process with plasma proteins. Thus, the formation of a phenolic-HSA
complex is affected by phase I reactions. The number and position of substituted hydroxyls on the
aromatic ring of the compounds and hydrogenation can alter the nucleophilicity and planarity of
molecules. The binding affinities of phenolic compounds towards HSA are also affected by phase 11
reactions (glucuronidation, methylation, methoxylation and sulfation). Accordingly, in order to avoid
potential therapeutic failures caused by food—drug interactions, the intake of flavonoid-rich food and
beverages should be monitored when treating certain pathologies.

Funding: A.L.-Y. wishes to thank the Consejo Nacional de Ciencia y Tecnologia (CONACYT) of Mexico for the
doctoral scholarship. A.V.-Q. thanks the Ministry of Science Innovation and Universities for the Ramon y Cajal
contract (RYC-2016-19355). Financial support from the MINECO/FEDER, Spain (Project RTI2018-09974-B-100) is
gratefully acknowledged. Thanks to the University of Barcelona funding for Open access publishing.

Conflicts of Interest: The authors declare no conflict of interest. The funders had no role in the design of the
study; in the collection, analyses, or interpretation of data; in the writing of the manuscript, or in the decision to
publish the results.



Pharmaceutics 2020, 12, 1123 14 of 18

References

1.

10.

11.

12.

13.

14.

15.
16.

17.

18.

19.

20.

21.

22.

23.

Xiao, J.; Kai, G. A review of dietary polyphenol-plasma protein interactions: Characterization, influence on
the bioactivity, and structure-affinity relationship. Crit. Rev. Food Sci. Nutr. 2012, 52, 85-101. [CrossRef]
[PubMed]

Ribas-Agusti, A.; Martin-Belloso, O.; Soliva-Fortuny, R.; Elez-Martinez, P. Food processing strategies to
enhance phenolic compounds bioaccessibility and bioavailability in plant-based foods. Crit. Rev. Food
Sci. Nutr. 2018, 58, 2531-2548. [CrossRef] [PubMed]

Poloni, D.M.; Dangles, O.; Vinson, J.A. Binding of plant polyphenols to serum albumin and LDL: Healthy
implications for heart disease. J. Agric. Food Chem. 2019, 67, 9139-9147. [CrossRef] [PubMed]

FDA, G. Bioavailability and Bioequivalence Studies for Orally Administered Drug Products—General; Food and
Drug Administration: Rockville, MD, USA, 2002.

Neilson, A.P; Goodrich, K.M.; Ferruzzi, M.G. Bioavailability and Metabolism of Bioactive Compounds from
Foods. In Nutrition in the Prevention and Treatment of Disease; Elsevier: Amsterdam, The Netherlands, 2017;
pp. 301-319. ISBN 978-0-12-802928-2.

Luca, S.V.; Macovei, I; Bujor, A.; Miron, A.; Skalicka-Wozniak, K.; Aprotosoaie, A.C.; Trifan, A. Bioactivity of
dietary polyphenols: The role of metabolites. Crit. Rev. Food Sci. Nutr. 2020, 60, 626—659. [CrossRef]
Serreli, G.; Deiana, M. Biological relevance of extra virgin olive oil polyphenols metabolites. Antioxidants
2018, 7, 170. [CrossRef]

Caldwell, J.; Gardner, I.; Swales, N. An introduction to drug disposition: The basic principles of absorption,
distribution, metabolism, and excretion. Toxicol. Pathol. 1995, 23, 102-114. [CrossRef]

Talevi, A.; Quiroga, PAM. (Eds.) ADME Processes in Pharmaceutical Sciences: Dosage, Design,
and Pharmacotherapy Success; Springer: Cham, Switzerland, 2018; ISBN 978-3-319-99592-2.

Gupta, A. Plasma Proteins. In Comprehensive Biochemistry for Dentistry: Textbook for Dental Students;
Gupta, A., Ed.; Springer: Singapore, 2019; pp. 67-75. ISBN 978-981-13-1035-5.

Otagiri, M. A molecular functional study on the interactions of drugs with plasma proteins.
Drug Metab. Pharmacokinet. 2005, 20, 309-323. [CrossRef]

Kamble, S.; Loadman, P.; Abraham, M.H.; Liu, X. Structural properties governing drug-plasma protein
binding determined by high-performance liquid chromatography method. J. Pharm. Biomed. Anal. 2018,
149, 16-21. [CrossRef]

Dasgupta, A. Monitoring Free Drug Concentration. In Clinical Challenges in Therapeutic Drug Monitoring;
Elsevier: Amsterdam, The Netherlands, 2016; pp. 71-100. ISBN 978-0-12-802025-8.

Roberts, J.A.; Pea, F; Lipman, J. The clinical relevance of plasma protein binding changes. Clin. Pharmacokinet.
2013, 52, 1-8. [CrossRef]

Vallner, ].J. Binding of Drugs by Albumin Plasma Protein. J. Pharm. Sci. 1977, 66, 447-465. [CrossRef]
Smith, D.A.; Di, L.; Kerns, E.H. The effect of plasma protein binding on in vivo efficacy: Misconceptions in
drug discovery. Nat. Rev. Drug Discov. 2010, 9, 929-939. [CrossRef] [PubMed]

Beasley, V. Absorption, Distribution, Metabolism, and Elimination: Differences among Species. In Veterinary
Toxicology; International Veterinary Information Service: Ithaca, NY, USA, 1999; pp. 1-19.

Hartmut, D.; Schmidt, S. Clinical Pharmacokinetics and Pharmacodynamics: Concepts and Applications, 5th ed.;
Wolters Kluwer Health/Lippincott William & Wilkins: Philadelphia, PA, USA, 2020.

Rowland, M.; Tozer, T.N. Clinical Pharmacokinetics and Pharmacodynamics: Concepts and Applications, 4th ed.;
Wolters Kluwer Health/Lippincott William & Wilkins: Philadelphia, PA, USA, 2011; ISBN 978-0-7817-5009-7.
Kratochwil, N.A.; Huber, W.; Miiller, F.; Kansy, M.; Gerber, P.R. Predicting plasma protein binding of drugs:
A new approach. Biochem. Pharmacol. 2002, 64, 1355-1374. [CrossRef]

Nation, R.L.; Theuretzbacher, U.; Tsuji, B.T. Concentration-dependent plasma protein binding: Expect the
unexpected. Eur. |. Pharm. Sci. 2018, 122, 341-346. [CrossRef] [PubMed]

Merlot, A.M.; Kalinowski, D.S.; Richardson, D.R. Unraveling the mysteries of serum albumin—More than
just a serum protein. Front. Physiol. 2014, 5, 299. [CrossRef] [PubMed]

Poulin, P.; Haddad, S. Albumin and Uptake of Drugs in Cells: Additional Validation Exercises of a Recently
Published Equation that Quantifies the Albumin-Facilitated Uptake Mechanism(s) in Physiologically Based
Pharmacokinetic and Pharmacodynamic Modeling Research. J. Pharm. Sci. 2015, 104, 4448-4458. [CrossRef]


http://dx.doi.org/10.1080/10408398.2010.499017
http://www.ncbi.nlm.nih.gov/pubmed/21991992
http://dx.doi.org/10.1080/10408398.2017.1331200
http://www.ncbi.nlm.nih.gov/pubmed/28609142
http://dx.doi.org/10.1021/acs.jafc.8b06674
http://www.ncbi.nlm.nih.gov/pubmed/30784273
http://dx.doi.org/10.1080/10408398.2018.1546669
http://dx.doi.org/10.3390/antiox7120170
http://dx.doi.org/10.1177/019262339502300202
http://dx.doi.org/10.2133/dmpk.20.309
http://dx.doi.org/10.1016/j.jpba.2017.10.022
http://dx.doi.org/10.1007/s40262-012-0018-5
http://dx.doi.org/10.1002/jps.2600660402
http://dx.doi.org/10.1038/nrd3287
http://www.ncbi.nlm.nih.gov/pubmed/21119731
http://dx.doi.org/10.1016/S0006-2952(02)01074-2
http://dx.doi.org/10.1016/j.ejps.2018.07.004
http://www.ncbi.nlm.nih.gov/pubmed/30026170
http://dx.doi.org/10.3389/fphys.2014.00299
http://www.ncbi.nlm.nih.gov/pubmed/25161624
http://dx.doi.org/10.1002/jps.24676

Pharmaceutics 2020, 12, 1123 15 of 18

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

Vuignier, K.; Schappler, ].; Veuthey, J.-L.; Carrupt, P-A.; Martel, S. Drug—protein binding: A critical review of
analytical tools. Anal. Bioanal. Chem. 2010, 398, 53—66. [CrossRef]

Schmidt, S.; Gonzalez, D.; Derendorf, H. Significance of Protein Binding in Pharmacokinetics and
Pharmacodynamics. J. Pharm. Sci. 2010, 99, 1107-1122. [CrossRef]

Howard, M.; Hill, J.; Galluppi, G.; McLean, M. Plasma Protein Binding in Drug Discovery and Development.
Comb. Chem. High Throughput Screen. 2010, 13, 170-187. [CrossRef]

Trainor, G.L. The importance of plasma protein binding in drug discovery. Expert Opin. Drug Discov. 2007,
2, 51-64. [CrossRef]

Curry, S.; Mandelkow, H.; Brick, P.; Franks, N. Crystal structure of human serum albumin complexed with
fatty acid reveals an asymmetric distribution of binding sites. Nat. Struct. Biol. 1998, 5, 827-835. [CrossRef]
Sheng, F.; Wang, Y.; Zhao, X.; Tian, N.; Hu, H.; Li, P. Separation and Identification of Anthocyanin Extracted
from Mulberry Fruit and the Pigment Binding Properties toward Human Serum Albumin. J. Agric. Food Chem.
2014, 62, 6813-6819. [CrossRef] [PubMed]

Varshney, A.; Sen, P.; Ahmad, E.; Rehan, M.; Subbarao, N.; Khan, R.H. Ligand binding strategies of human
serum albumin: How can the cargo be utilized? Chirality 2010, 22, 77-87. [CrossRef] [PubMed]

Gupta, A. Comprehensive Biochemistry for Dentistry: Textbook for Dental Students; Springer: Singapore, 2018;
ISBN 9789811310348.

Yeggoni, D.P.; Rachamallu, A.; Subramanyam, R. A comparative binding mechanism between human serum
albumin and «-1-acid glycoprotein with corilagin: Biophysical and computational approach. RSC Adv. 2016,
6,40225-40237. [CrossRef]

Xiao, J.; Zhao, Y.; Wang, H.; Yuan, Y.; Yang, F; Zhang, C.; Yamamoto, K. Noncovalent Interaction of Dietary
Polyphenols with Common Human Plasma Proteins. J. Agric. Food Chem. 2011, 59, 10747-10754. [CrossRef]
Das, P,; Chaudhari, S.K.; Das, A.; Kundu, S.; Saha, C. Interaction of flavonols with human serum albumin:
A biophysical study showing structure-activity relationship and enhancement when coated on silver
nanoparticles. J. Biomol. Struct. Dyn. 2019, 37, 1414-1426. [CrossRef]

Cao, H.; Liu, X; Ulrih, N.P; Sengupta, PK.; Xiao, J. Plasma protein binding of dietary polyphenols to human
serum albumin: A high performance affinity chromatography approach. Food Chem. 2019, 270, 257-263.
[CrossRef]

Podr, M.; Boda, G.; Needs, PW.; Kroon, PA.; Lemli, B.; Bencsik, T. Interaction of quercetin and its
metabolites with warfarin: Displacement of warfarin from serum albumin and inhibition of CYP2C9 enzyme.
Biomed. Pharmacother. 2017, 88, 574-581. [CrossRef]

Zsila, F,; Bikadi, Z.; Simonyi, M. Probing the binding of the flavonoid, quercetin to human serum albumin by
circular dichroism, electronic absorption spectroscopy and molecular modelling methods. Biochem. Pharmacol.
2003, 65, 447-456. [CrossRef]

Dufour, C.; Dangles, O. Flavonoid—-serum albumin complexation: Determination of binding constants and
binding sites by fluorescence spectroscopy. Biochim. Biophys. Acta Gen. Subj. 2005, 1721, 164-173. [CrossRef]
Rimac, H.; Debeljak, 7.; Saki¢, D.; Weitner, T.; Gabricevi¢, M.; Vreek, V.; Zorc, B.; Boji¢, M. Structural and
electronic determinants of flavonoid binding to human serum albumin: An extensive ligand-based study.
RSC Adv. 2016, 6, 75014-75022. [CrossRef]

Cao, H.; Chen, L.; Xiao, J. Binding Citrus flavanones to human serum albumin: Effect of structure on affinity.
Mol. Biol. Rep. 2011, 38, 2257-2262. [CrossRef] [PubMed]

Khan, M.K.; Rakotomanomana, N.; Dufour, C.; Dangles, O. Binding of citrus flavanones and their glucuronides
and chalcones to human serum albumin. Food Funct. 2011, 2, 617. [CrossRef] [PubMed]

Li, X.; Wang, S. Study on the interaction of (+)-catechin with human serum albumin using isothermal titration
calorimetry and spectroscopic techniques. New J. Chem. 2015, 39, 386-395. [CrossRef]

Ishii, T.; Ichikawa, T.; Minoda, K.; Kusaka, K;; Ito, S.; Suzuki, Y.; Akagawa, M.; Mochizuki, K.; Goda, T.;
Nakayama, T. Human Serum Albumin as an Antioxidant in the Oxidation of (-)-Epigallocatechin Gallate:
Participation of Reversible Covalent Binding for Interaction and Stabilization. Biosci. Biotechnol. Biochem.
2011, 75, 100-106. [CrossRef]

Minoda, K.; Ichikawa, T.; Katsumata, T.; Onobori, K.; Mori, T.; Suzuki, Y.; Ishii, T.; Nakayama, T. Influence of
the Galloyl Moiety in Tea Catechins on Binding Affinity for Human Serum Albumin. J. Nutr. Sci. Vitaminol.
2010, 56, 331-334. [CrossRef]


http://dx.doi.org/10.1007/s00216-010-3737-1
http://dx.doi.org/10.1002/jps.21916
http://dx.doi.org/10.2174/138620710790596745
http://dx.doi.org/10.1517/17460441.2.1.51
http://dx.doi.org/10.1038/1869
http://dx.doi.org/10.1021/jf500705s
http://www.ncbi.nlm.nih.gov/pubmed/24930424
http://dx.doi.org/10.1002/chir.20709
http://www.ncbi.nlm.nih.gov/pubmed/19319989
http://dx.doi.org/10.1039/C6RA06837E
http://dx.doi.org/10.1021/jf2029829
http://dx.doi.org/10.1080/07391102.2018.1462732
http://dx.doi.org/10.1016/j.foodchem.2018.07.111
http://dx.doi.org/10.1016/j.biopha.2017.01.092
http://dx.doi.org/10.1016/S0006-2952(02)01521-6
http://dx.doi.org/10.1016/j.bbagen.2004.10.013
http://dx.doi.org/10.1039/C6RA17796D
http://dx.doi.org/10.1007/s11033-010-0356-z
http://www.ncbi.nlm.nih.gov/pubmed/20878474
http://dx.doi.org/10.1039/c1fo10077g
http://www.ncbi.nlm.nih.gov/pubmed/21952533
http://dx.doi.org/10.1039/C4NJ01344A
http://dx.doi.org/10.1271/bbb.100600
http://dx.doi.org/10.3177/jnsv.56.331

Pharmaceutics 2020, 12, 1123 16 of 18

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

Tang, L.; Zuo, H.; Shu, L. Comparison of the interaction between three anthocyanins and human serum
albumins by spectroscopy. J. Lumin. 2014, 153, 54-63. [CrossRef]

Zhang, J.; Zuo, B.; Ulrih, N.P,; Sengupta, PK.; Zheng, X.; Xiao, J. Structure-affinity relationship of dietary
anthocyanin-HSA interaction. J. Berry Res. 2018, 8, 1-9. [CrossRef]

Cahyana, Y.; Gordon, M.H. Interaction of anthocyanins with human serum albumin: Influence of pH and
chemical structure on binding. Food Chem. 2013, 141, 2278-2285. [CrossRef]

Zhang, Y.; Wu, S.; Qin, Y;; Liu, J.; Liu, J.; Wang, Q.; Ren, F.; Zhang, H. Interaction of phenolic acids and their
derivatives with human serum albumin: Structure-affinity relationships and effects on antioxidant activity.
Food Chem. 2018, 240, 1072-1080. [CrossRef]

Peng, X.; Wang, X.; Qi, W.; Su, R.; He, Z. Affinity of rosmarinic acid to human serum albumin and its effect
on protein conformation stability. Food Chem. 2016, 192, 178-187. [CrossRef]

Kang, J.; Liu, Y,; Xie, M; Li, S.; Jiang, M.; Wang, Y. Interactions of human serum albumin with chlorogenic
acid and ferulic acid. Biochim. Biophys. Acta Gen. Subj. 2004, 1674, 205-214. [CrossRef] [PubMed]

Tang, B.; Huang, Y,; Ma, X,; Liao, X.,; Wang, Q.; Xiong, X.; Li, H. Multispectroscopic and docking studies
on the binding of chlorogenic acid isomers to human serum albumin: Effects of esteryl position on affinity.
Food Chem. 2016, 212, 434-442. [CrossRef] [PubMed]

Min, J.; Meng-Xia, X.; Dong, Z.; Yuan, L.; Xiao-Yu, L.; Xing, C. Spectroscopic studies on the interaction of
cinnamic acid and its hydroxyl derivatives with human serum albumin. J. Mol. Struct. 2004, 692, 71-80.
[CrossRef]

Cao, H,; Jia, X.; Shi, J.; Xiao, J.; Chen, X. Non-covalent interaction between dietary stilbenoids and human
serum albumin: Structure-affinity relationship, and its influence on the stability, free radical scavenging
activity and cell uptake of stilbenoids. Food Chem. 2016, 202, 383-388. [CrossRef] [PubMed]

Nair, M.S. Spectroscopic study on the interaction of resveratrol and pterostilbene with human serum albumin.
J. Photochem. Photobiol. B Biol. 2015, 149, 58—67. [CrossRef] [PubMed]

Sekowski, S.; Bitiucki, M.; Ionov, M.; Zdeb, M.; Abdulladjanova, N.; Rakhimov, R.; Mavlyanov, S.;
Bryszewska, M.; Zamaraeva, M. Influence of valoneoyl groups on the interactions between Euphorbia
tannins and human serum albumin. J. Lumin. 2018, 194, 170-178. [CrossRef]

Sekowski, S.; Ionov, M.; Kaszuba, M.; Mavlyanov, S.; Bryszewska, M.; Zamaraeva, M. Biophysical studies of
interaction between hydrolysable tannins isolated from Oenothera gigas and Geranium sanguineum with
human serum albumin. Colloids Surf. B Biointerfaces 2014, 123, 623-628. [CrossRef]

Wang, B.; Qin, Q.; Chang, M.; Li, S.; Shi, X.; Xu, G. Molecular interaction study of flavonoids with human
serum albumin using native mass spectrometry and molecular modeling. Anal. Bioanal. Chem. 2018,
410, 827-837. [CrossRef]

Boulton, D.W.; Walle, U.K.; Walle, T. Extensive Binding of the Bioflavonoid Quercetin to Human Plasma
Proteins. J. Pharm. Pharmacol. 1998, 50, 243-249. [CrossRef]

Dangles, O.; Dufour, C.; Bret, S. Flavonol-serum albumin complexation. Two-electron oxidation of flavonols
and their complexes with serum albumin. J. Chem. Soc. Perkin Trans. 1999, 2, 737-744. [CrossRef]

Xiao, J.; Cao, H.; Wang, Y.; Yamamoto, K.; Wei, X. Structure-affinity relationship of flavones on binding to
serum albumins: Effect of hydroxyl groups on ring A. Mol. Nutr. Food Res. 2010, 54, S253-5260. [CrossRef]
[PubMed]

Mahesha, H.G,; Singh, S.A.; Srinivasan, N.; Rao, A.G.A. A spectroscopic study of the interaction of isoflavones
with human serum albumin. FEBS |. 2006, 273, 451-467. [CrossRef]

Mandeville, ].-S.; Froehlich, E.; Tajmir-Riahi, H.A. Study of curcumin and genistein interactions with human
serum albumin. J. Pharm. Biomed. Anal. 2009, 49, 468-474. [CrossRef] [PubMed]

Trnkov4d, L.; BouSova, I.; Statikova, V.; Dr3ata, J. Study on the interaction of catechins with human serum
albumin using spectroscopic and electrophoretic techniques. J. Mol. Struct. 2011, 985, 243-250. [CrossRef]
Roy, D.; Dutta, S.; Maity, S.S.; Ghosh, S.; Roy, A.S.; Ghosh, K.S.; Dasgupta, S. Spectroscopic and docking
studies of the binding of two stereoisomeric antioxidant catechins to serum albumins. ]. Lumin. 2012,
132, 1364-1375. [CrossRef]

Pattanayak, R.; Basak, P.; Sen, S.; Bhattacharyya, M. An insight to the binding of ellagic acid with human
serum albumin using spectroscopic and isothermal calorimetry studies. Biochem. Biophys. Rep. 2017,
10, 88-93. [CrossRef]


http://dx.doi.org/10.1016/j.jlumin.2014.03.004
http://dx.doi.org/10.3233/JBR-170167
http://dx.doi.org/10.1016/j.foodchem.2013.05.026
http://dx.doi.org/10.1016/j.foodchem.2017.07.100
http://dx.doi.org/10.1016/j.foodchem.2015.06.109
http://dx.doi.org/10.1016/j.bbagen.2004.06.021
http://www.ncbi.nlm.nih.gov/pubmed/15374625
http://dx.doi.org/10.1016/j.foodchem.2016.06.007
http://www.ncbi.nlm.nih.gov/pubmed/27374553
http://dx.doi.org/10.1016/j.molstruc.2004.01.003
http://dx.doi.org/10.1016/j.foodchem.2016.02.003
http://www.ncbi.nlm.nih.gov/pubmed/26920308
http://dx.doi.org/10.1016/j.jphotobiol.2015.05.001
http://www.ncbi.nlm.nih.gov/pubmed/26048525
http://dx.doi.org/10.1016/j.jlumin.2017.10.033
http://dx.doi.org/10.1016/j.colsurfb.2014.10.004
http://dx.doi.org/10.1007/s00216-017-0564-7
http://dx.doi.org/10.1111/j.2042-7158.1998.tb06183.x
http://dx.doi.org/10.1039/a810017i
http://dx.doi.org/10.1002/mnfr.200900454
http://www.ncbi.nlm.nih.gov/pubmed/20306480
http://dx.doi.org/10.1111/j.1742-4658.2005.05071.x
http://dx.doi.org/10.1016/j.jpba.2008.11.035
http://www.ncbi.nlm.nih.gov/pubmed/19135819
http://dx.doi.org/10.1016/j.molstruc.2010.11.001
http://dx.doi.org/10.1016/j.jlumin.2011.12.063
http://dx.doi.org/10.1016/j.bbrep.2017.03.001

Pharmaceutics 2020, 12, 1123 17 of 18

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

89.

Tang, J.H.; Liang, G.B.; Zheng, C.Z,; Lian, N. Investigation on the Binding Behavior of Ellagic Acid to Human
Serum Albumin in Aqueous Solution. J. Solut. Chem. 2013, 42, 226-238. [CrossRef]

Nanda, R K,; Sarkar, N.; Banerjee, R. Probing the interaction of ellagic acid with human serum albumin: A
fluorescence spectroscopic study. . Photochem. Photobiol. Chem. 2007, 192, 152-158. [CrossRef]

He, J.; Wang, Q.; Zhang, L.; Lin, X,; Li, H. Docking simulations and spectroscopy of the interactions of ellagic
acid and oleuropein with human serum albumin. J. Lumin. 2014, 154, 578-583. [CrossRef]

Muralidhara, B.K.; Prakash, V. Interaction of 3’-O-caffeoyl d-quinic acid with human serum albumin. Int. J.
Pept. Protein Res. 2009, 46, 1-8. [CrossRef]

Sinisi, V.; Forzato, C.; Cefarin, N.; Navarini, L.; Berti, F. Interaction of chlorogenic acids and quinides from
coffee with human serum albumin. Food Chem. 2015, 168, 332-340. [CrossRef] [PubMed]

Soukpoé-Kossi, C.N.N.; St-Louis, C.; Beauregard, M.; Subirade, M.; Carpentier, R.; Hotchandani, S.;
Tajmir-Riahi, H.A. Resveratrol Binding to Human Serum Albumin. . Biomol. Struct. Dyn. 2006, 24, 277-283.
[CrossRef] [PubMed]

Diniz, A.; Escuder-Gilabert, L.; Lopes, N.P; Villanueva-Camafas, R.M.; Sagrado, S.; Medina-Hernandez, M.].
Characterization of interactions between polyphenolic compounds and human serum proteins by capillary
electrophoresis. Anal. Bioanal. Chem. 2008, 391, 625-632. [CrossRef] [PubMed]

Rohn, S. Possibilities and limitations in the analysis of covalent interactions between phenolic compounds
and proteins. Food Res. Int. 2014, 65, 13-19. [CrossRef]

Ross, P.D.; Subramanian, S. Thermodynamics of protein association reactions: Forces contributing to stability.
Biochemistry 1981, 20, 3096-3102. [CrossRef]

Appel, HM. Phenolics in ecological interactions: The importance of oxidation. J. Chem. Ecol. 1993,
19, 1521-1552. [CrossRef]

Bian, Q.; Liu, J.; Tian, J.; Hu, Z. Binding of genistein to human serum albumin demonstrated using tryptophan
fluorescence quenching. Int. J. Biol. Macromol. 2004, 34, 275-279. [CrossRef]

Zhang, Y.; Li, Y;; Dong, L.; Li, J.; He, W.; Chen, X.; Hu, Z. Investigation of the interaction between naringin
and human serum albumin. J. Mol. Struct. 2008, 875, 1-8. [CrossRef]

Ding, F; Diao, J.-X.; Sun, Y.; Sun, Y. Bioevaluation of Human Serum Albumin-Hesperidin Bioconjugate:
Insight into Protein Vector Function and Conformation. J. Agric. Food Chem. 2012, 60, 7218-7228. [CrossRef]
Xie, M.-X,; Xu, X.-Y.; Wang, Y.-D. Interaction between hesperetin and human serum albumin revealed by
spectroscopic methods. Biochim. Biophys. Acta Gen. Subj. 2005, 1724, 215-224. [CrossRef]

Feroz, S.R.; Mohamad, S.B.; Bakri, Z.S.D.; Malek, S.N.A.; Tayyab, S. Probing the Interaction of a Therapeutic
Flavonoid, Pinostrobin with Human Serum Albumin: Multiple Spectroscopic and Molecular Modeling
Investigations. PLoS ONE 2013, 8, €76067. [CrossRef] [PubMed]

Tu, B.; Wang, Y.; Mi, R.; Ouyang, Y.; Hu, Y.-J. Evaluation of the interaction between naringenin and human
serum albumin: Insights from fluorescence spectroscopy, electrochemical measurement and molecular
docking. Spectrochim. Acta Part A Mol. Biomol. Spectrosc. 2015, 149, 536-543. [CrossRef] [PubMed]
Chanphai, P; Tajmir-Riahi, H.A. Tea polyphenols bind serum albumins: A potential application for
polyphenol delivery. Food Hydrocoll. 2019, 89, 461-467. [CrossRef]

Zhang, Y,; Dong, L.; Li, J.; Chen, X. Studies on the interaction of gallic acid with human serum albumin in
membrane mimetic environments. Talanta 2008, 76, 246-253. [CrossRef]

Kaldas, M.I,; Walle, U.K.; van der Woude, H.; McMillan, J.M.; Walle, T. Covalent Binding of the Flavonoid
Quercetin to Human Serum Albumin. . Agric. Food Chem. 2005, 53, 4194-4197. [CrossRef]

Lee, P.; Wu, X. Modifications of human serum albumin and their binding effect. Curr. Pharm. Des. 2015,
21,1862-1865. [CrossRef]

Matei, I.; Hillebrand, M. Interaction of kaempferol with human serum albumin: A fluorescence and circular
dichroism study. J. Pharm. Biomed. Anal. 2010, 51, 768-773. [CrossRef]

Yuan, J.-L.; Lv, Z,; Liu, Z.-G.; Hu, Z.; Zou, G.-L. Study on interaction between apigenin and human serum
albumin by spectroscopy and molecular modeling. J. Photochem. Photobiol. Chem. 2007, 191, 104-113.
[CrossRef]

Liu, H,; Bao, W.; Ding, H.; Jang, J.; Zou, G. Binding Modes of Flavones to Human Serum Albumin: Insights
from Experimental and Computational Studies. J. Phys. Chem. B 2010, 114, 12938-12947. [CrossRef]
Gokara, M.; Sudhamalla, B.; Amooru, D.G.; Subramanyam, R. Molecular Interaction Studies of Trimethoxy
Flavone with Human Serum Albumin. PLoS ONE 2010, 5, e8834. [CrossRef]


http://dx.doi.org/10.1007/s10953-012-9938-9
http://dx.doi.org/10.1016/j.jphotochem.2007.05.018
http://dx.doi.org/10.1016/j.jlumin.2014.06.002
http://dx.doi.org/10.1111/j.1399-3011.1995.tb00575.x
http://dx.doi.org/10.1016/j.foodchem.2014.07.080
http://www.ncbi.nlm.nih.gov/pubmed/25172718
http://dx.doi.org/10.1080/07391102.2006.10507120
http://www.ncbi.nlm.nih.gov/pubmed/17054386
http://dx.doi.org/10.1007/s00216-008-2046-4
http://www.ncbi.nlm.nih.gov/pubmed/18418586
http://dx.doi.org/10.1016/j.foodres.2014.05.042
http://dx.doi.org/10.1021/bi00514a017
http://dx.doi.org/10.1007/BF00984895
http://dx.doi.org/10.1016/j.ijbiomac.2004.09.005
http://dx.doi.org/10.1016/j.molstruc.2007.03.063
http://dx.doi.org/10.1021/jf300424w
http://dx.doi.org/10.1016/j.bbagen.2005.04.009
http://dx.doi.org/10.1371/journal.pone.0076067
http://www.ncbi.nlm.nih.gov/pubmed/24116089
http://dx.doi.org/10.1016/j.saa.2015.04.087
http://www.ncbi.nlm.nih.gov/pubmed/25978022
http://dx.doi.org/10.1016/j.foodhyd.2018.11.008
http://dx.doi.org/10.1016/j.talanta.2008.02.033
http://dx.doi.org/10.1021/jf050061m
http://dx.doi.org/10.2174/1381612821666150302115025
http://dx.doi.org/10.1016/j.jpba.2009.09.037
http://dx.doi.org/10.1016/j.jphotochem.2007.04.010
http://dx.doi.org/10.1021/jp102053x
http://dx.doi.org/10.1371/journal.pone.0008834

Pharmaceutics 2020, 12, 1123 18 of 18

90.

91.

92.

93.

94.

95.

96.

97.

98.

Nozaki, A.; Kimura, T.; Ito, H.; Hatano, T. Interaction of Polyphenolic Metabolites with Human Serum
Albumin: A Circular Dichroism Study. Chem. Pharm. Bull. 2009, 57, 1019-1023. [CrossRef] [PubMed]
Wang, X.; Guo, X.-Y.; Xu, L,; Liu, B.; Zhou, L.-L.; Wang, X.-E,; Wang, D.; Sun, T. Studies on the competitive
binding of cleviprex and flavonoids to plasma protein by multi-spectroscopic methods: A prediction of
food-drug interaction. J. Photochem. Photobiol. B Biol. 2017, 175, 192-199. [CrossRef] [PubMed]

Wang, X.; He, L.-L.; Liu, B.; Xu, L.; Wang, X.-F; Sun, T. Decrease of the affinity of theophylline bind to serum
proteins induced by flavonoids and their synergies on protein conformation. Int. J. Biol. Macromol. 2018,
107, 1066-1073. [CrossRef] [PubMed]

Wang, X.; Liu, Y.; He, L.-L.; Liu, B.; Zhang, S.-Y.; Ye, X,; Jing, J.-J.; Zhang, J.-F; Gao, M. Spectroscopic
investigation on the food components—drug interaction: The influence of flavonoids on the affinity of
nifedipine to human serum albumin. Food Chem. Toxicol. 2015, 78, 42-51. [CrossRef] [PubMed]

He, L.-L.; Wang, Z.-X.; Wang, Y.-X,; Liu, X.-P,; Yang, Y.-].; Gao, Y.-P.; Wang, X_; Liu, B. Studies on the interaction
between promethazine and human serum albumin in the presence of flavonoids by spectroscopic and
molecular modeling techniques. Colloids Surf. B Biointerfaces 2016, 145, 820-829. [CrossRef] [PubMed]

Liu, B.-M.; Zhang, J.; Bai, C.-L.; Wang, X.; Qiu, X.-Z.; Wang, X.-L.; Ji, H.; Liu, B. Spectroscopic study on
flavonoid-drug interactions: Competitive binding for human serum albumin between three flavonoid
compounds and ticagrelor, a new antiplatelet drug. J. Lumin. 2015, 168, 69-76. [CrossRef]
Mohseni-Shahri, ES.; Housaindokht, M.R.; Bozorgmehr, M.R.; Moosavi-Movahedi, A.A. The influence of
the flavonoid quercetin on the interaction of propranolol with human serum albumin: Experimental and
theoretical approaches. J. Lumin. 2014, 154, 229-240. [CrossRef]

Maciazek-Jurczyk, M.; Maliszewska, M.; Pozycka, J.; Réwnicka-Zubik, J.; Géra, A.; Sutkowska, A. Tamoxifen
and curcumin binding to serum albumin. Spectroscopic study. J. Mol. Struct. 2013, 1044, 194-200. [CrossRef]
Rimac, H.; Dufour, C.; Debeljak, Z.; Zorc, B.; Boji¢, M. Warfarin and Flavonoids Do Not Share the Same
Binding Region in Binding to the IIA Subdomain of Human Serum Albumin. Molecules 2017, 22, 1153.
[CrossRef]

Publisher’s Note: MDPI stays neutral with regard to jurisdictional claims in published maps and institutional
affiliations.

@ © 2020 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
@ article distributed under the terms and conditions of the Creative Commons Attribution

(CC BY) license (http://creativecommons.org/licenses/by/4.0/).


http://dx.doi.org/10.1248/cpb.57.1019
http://www.ncbi.nlm.nih.gov/pubmed/19721270
http://dx.doi.org/10.1016/j.jphotobiol.2017.08.037
http://www.ncbi.nlm.nih.gov/pubmed/28892755
http://dx.doi.org/10.1016/j.ijbiomac.2017.09.080
http://www.ncbi.nlm.nih.gov/pubmed/28947221
http://dx.doi.org/10.1016/j.fct.2015.01.026
http://www.ncbi.nlm.nih.gov/pubmed/25656645
http://dx.doi.org/10.1016/j.colsurfb.2016.06.001
http://www.ncbi.nlm.nih.gov/pubmed/27315330
http://dx.doi.org/10.1016/j.jlumin.2015.07.037
http://dx.doi.org/10.1016/j.jlumin.2014.04.033
http://dx.doi.org/10.1016/j.molstruc.2012.11.024
http://dx.doi.org/10.3390/molecules22071153
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Plasma Proteins 
	Phenolic Compounds and Plasma Protein Binding 
	Flavonoids 
	Flavonols 
	Flavones 
	Isoflavones 
	Flavanones 
	Flavan-3-Ols 
	Anthocyanidins 

	Phenolic Acids 
	Hydroxybenzoic Acids 
	Hydroxycinnamic Acids 

	Stilbenes 
	Hydrolysable Tannins 

	Interactions between Phenolic Compounds and Plasma Proteins 
	Non-Covalent Bonds 
	Hydrolysable Tannins 

	Binding Sites 
	Phenolic Compounds–Drug Interaction 
	Conclusions 
	References

