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Abstract.

Proanthocyanidins, also named condensed tannins, are the
result of flavanols condensation. Oligomers and polymers of
proanthocyanidins can widely be found in the plant
kingdom, as in fruits and berries, seeds, flowers, and leafs.
They have a putative role as antioxidants, and they affect
the inflammatory process via calcium-dependent release of
nitric oxide and protect against H,0,-induced lipid
peroxidation. They also demonstrated a role in
cardiovascular diseases via vessel relaxation and LDL
oxidation inhibition. These condensed tannins have also
shown activities that improve diabetic complications, such as
neuropathy, retinopathy, or nephropathy, including a
decrease in serum glucose and advanced glycation end
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1. Introduction

Phenolic compounds have recently attracted much attention
in relation to its health benefits [1]. They are known as the
most abundant natural antioxidants and provide protection
against different diseases such as diabetes, cancer, or stroke
[2]. Phenolics are a diverse group of compounds character-
ized by the presence of at least one aromatic ring with one
or more hydroxyl groups in addition to other substituents
(3]

Flavonoids, which are being studied due to their me-
dicinal properties, especially their antioxidant activity, are
the most common group of polyphenolic compounds in the
human diet [4]. Thus, the consumption of flavonoid-rich
foods, in particular fruits and vegetables, is associated with
a lower incidence of heart disease, ischemic stroke, cancer,
and other chronic diseases [5]. All plant flavonoids (both fla-
vonols and flavanols) share a common 15-carbon structural
backbone designated as C6-C3-C6, with two aromatic rings
connected by a three-carbon bridge [3]. Differences in the
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products. Furthermore, proanthocyanidins have evidenced
anticancer properties by mitigating tumor development
through induction of apoptosis or inhibition of cell
proliferation. Finally, they are able to produce antiadhesive
actions against bacteria in urinary and dental infections,
including Escherichia coli and Streptococcus mutans. Hence,
proanthocyanidins are considered as beneficial molecules in
preventing or treating many diseases and pathological
conditions. Therefore, finding out more about condensed
tannins bioavailability, and understanding the regulatory
genes and pathways involved in their effects should be
aimed in future research.

Keywords: antioxidant, cardiovascular diseases, type 2 diabetes,
cancer, antibacterial

structure of the heterocyclic C ring result in distinct classes
of flavonoids, including flavanols, flavanones, flavones, iso-
flavonols, and anthocyanidins [3].

Flavanols (or flavan-3-ols) have a saturated C3 element
in the heterocyclic C ring and, unlike flavonols, isoflavones
or anthocyanidins are nonplanar molecules [3]. They can
exist as monomers, such as catechin, epicatechin, gallocate-
chin, and epigallocatechin or in oligomeric and polymeric
forms referred to as proanthocyanidins [3,6]. These flavanol-
based oligomers/polymers were discovered in the late 1940s
by French researcher Jacques Masquelier, who first devel-
oped techniques for their extraction [7]. He named them
vitamin P but, nowadays, they are known as proanthocyani-
dins or condensed tannins. These molecules consist of a
group of polyhydroxyl-flavan-3-ol (or flavanol) oligomers and
polymers (up to 50 units) linked by carbon-carbon bonds
from the four position of one flavanol subunit to the eight
position (C4-C8) of another and to a lesser extent through a
C4—C6 linkage [2,8]. In the studies by Gu et al., the degree
of polymerization (DP) of these molecules was determined
in selected foods and a large variation in the average DP
was observed [9,10]. In black currants, for example, the aver-
age DP was 47.9 * 5.1, whereas it was only 7.3 * 0.2 and
2.1 * 0.0 in wine and beer, respectively [10]. Of the esti-
mated total daily intake of proanthocyanidins, about 73%
had a DP > 3.
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CLASSIFICATION OF FLAVONOIDS
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Fig. 1. Classification of flavonoids.

There are two kinds of flavanol-based oligomers: type
B proanthocyanidins, which are formed from (+)-catechin
and (—)-epicatechin with oxidative coupling occurring
between the C4 of the heterocycle and the C6 or C8 posi-
tions of the adjacent unit, whereas type A have an additional
ether bond between C2 and C7 [2]. Proanthocyanidins that
consist exclusively of (epi)catechin units are called procyani-
dins and are the most abundant type in plants. On the other
hand, the less common proanthocyanidins, containing (—)-
epiafzelechin and (+)-afzelechin or (epi)gallocatechin subu-
nits, are called propelargonidins and prodelphinidins,
respectively [2] (Fig. 1).

Oligomers and polymers of proanthocyanidins can
widely be found in the plant kingdom, especially in fruits
and berries (persimmon, acerola, apple, cranberry, blueberry,
and black raspberry), nuts (almond), seeds (grape seed,
Antidesma thwaitesianum seed, Oenothera seed, cocoa
beans), trees (maritime pine, Croton palanostigma, Croton
celtidifolius), flowers (longan flower), tubers (onion), leafs
(green tea, parsley), or legumes (pea, Jamapa bean) [9-17].
Apples (32%), chocolate (17.9%), and grapes (17.8%) were
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found to be the major contributors to the proanthocyanidin
intake in the USA [10].

With regards to proanthocyanidins bioavailability, the
number of studies concerning this aspect is still scarce,
since the interest in the health benefit of these complex
molecules is recent and bioavailability assays are not easy
[18]. Latest studies suggest that only the low-molecular-
weight oligomers (DP < 3) are absorbed intact in the gastro-
intestinal tract. There is evidence in support of absorption of
monomeric catechins and proanthocyanidins up to trimers
through the human intestinal caco-2 epithelial cells [19,20],
and some studies confirm that (epi)catechins appear in urine
and plasma mainly as glucuronidated, methylated, and sul-
fated metabolites after the ingestion of diet containing
monomeric catechins and proanthocyanidins up to trimers
[21—25]. However, the permeability of a proanthocyanidin
polymer with a mean DP of 6 was 10 times lower suggesting
that only the monomers, dimers, and trimers are easily
absorbed [19]. Concerning the absorption site, several stud-
ies emphasize that the majority of the dietary proanthocya-
nidins are remarkably stable in the stomach environment

BioFactors



and pass unaltered through the small intestine, suggesting
that they are degraded into small phenolic acids by the colo-
nic microflora in the cecum and large intestine [6,26—28].
Furthermore, it is reported that only proanthocyanidins with
DP < 2 result in the production of significant amounts of
phenolic acid metabolites in the gut [29]. Therefore, despite
their high abundance in our diet, proanthocyanidins are
poorly absorbed. It is suggested that, except the low-molec-
ular-weight oligomers and the phenolic acids produced by
their microbial degradation, proanthocyanidins may mainly
exert local effects in the gastrointestinal tract [30].

Concerning target tissues of these molecules, a series
of in vivo studies have investigated the bioavailability of
grape seed proanthocyanidins to multiple organs, including
liver, kidney, heart, spleen, and the brain [25,31-35]. How-
ever, more quantitative studies are needed to assess absorp-
tion, metabolism, and excretion of proanthocyanidins as
there is still no clear consensus among studies [18].

2. Antioxidant and anti-inflammatory
properties of proanthocyanidins

Oxidative stress is caused by an imbalance between antioxidant
and pro-oxidant systems and has been associated to some path-
ologies and metabolic disturbances such as aging, cancer, cardio-
vascular diseases, diabetes, obesity, cataracts, and neurodege-
nerative diseases (Alzheimer, Parkinson) [36—38].

The defence system in humans has been connected to
the levels of dietary antioxidants intake [39]. Polyphenols
are powerful antioxidants, being able to scavenge or quench
a wide range of free radical species and to inhibit their for-
mation [40,41]. Among them, we can find proanthocyanidins,
which have been reported to exhibit a broad spectrum of bi-
ological and pharmacological activities against free radicals
formation and oxidative stress [42].

Thus, oligomeric-condensed tannin-enriched fractions
from red wine are reported to act directly on endothelial
cells causing calcium-dependent release of nitric oxide (NO)
[43]. In 2007, Ho et al. reported that a fraction of longan
flower extract rich in olygomers of proanthocyanidins had
potent antioxidative and anti-inflammatory activities via NO
[44]. Moreover, a reduction of reactive oxygen species gener-
ation and elevation of the reduced glutathione/oxidized glu-
tathione ratio were observed in groups of rats that were
administered proanthocyanidins [45]. A year later, Lee et al.
(2008) used an aging model of H,0,-induced cellular senes-
cence to investigate the protective potential of proanthocya-
nidins from persimmon peel against oxidative damage in the
nucleus of normal human lung diploid fibroblasts and con-
cluded that proanthocyanidins would modulate oxidative
DNA damage under H,0,-induced cellular senescence [12].

Furthermore, a proanthocyanidin-rich fraction, derived
from Jamapa bean methanolic extract, evidenced an antiradi-
cal capacity according to Aparicio-Fernandez et al. (2008)
[16] and other researchers reported that A. thwaitesianum
seeds and marcs, rich in proanthocyanidins, exhibited anti-
oxidant activity and had the ability to protect against H,0,-
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induced lipid peroxidation assays [46]. This proanthocyanidin
antioxidant activity has also been reported by other articles

[16,471].

3. Proanthocyanidins
cardiovascular effect

Prevalence of cardiovascular diseases is one of the most im-
portant problems of the world and is rising every year [40].
In fact, as of 2007, it is the leading cause of death in the
United States [48,49], England, Canada, and Wales [50]. The
causes, prevention, and/or treatment of all forms of this dis-
ease are active fields of biomedical research. In this context,
heart attacks and strokes are mainly caused by a blockage
that prevents blood from flowing to the heart or the brain
[51]. Proanthocyanidins have demonstrated a preventing role
in cardiovascular diseases via activities against vessel con-
striction and inhibiting LDL oxidation [47,52-55].

In rat mesenteric arterial bed and in isolated mesen-
teric artery, both precontracted with phenylephrine, proan-
thocyanidin-rich fraction obtained from C. celtidifolius barks
induced a concentration-dependent relaxation [52]. This find-
ing can lead to future treatments with proanthocyanidin
extracts to reduce blood pressure in patients with
hypertension.

It has also been described excellent antioxidant activ-
ities in inhibiting or increasing the lag time of human LDL
oxidation by proanthocyanidins from cranberry fractions and
longan flowers [47,53-55].

Finally, it has been reported that proanthocyanidins
play a role in the stabilization of collagen and maintenance
of elastin, two key proteins in connective tissue that support
organs, joints, muscle, and blood vessels [56]. Proanthocya-
nidins develop an inhibitory action on collagenase, elastase,
hyaluronidase, and beta-glucuronidase that can be involved
in the protective cardiovascular effect of proanthocyanidins.

4. Proanthocyanidins benefits on
diabetic complications

Type 2 diabetes is associated to glucotoxicity and lipotoxicity
caused by hyperglycemia and hyperlipidemia and leading to
a chronic oxidative stress [57-59]. Chronic hyperglycemia
also participates in the development of diabetic complica-
tions such as atherosclerosis, cardiac dysfunction, nephropa-
thy, and retinopathy [57,60,61]. Thus, the direct interaction
of glycation end products with their specific cell-surface
receptors (RAGE) may play a key role in the development of
cardiovascular diseases [62], as it has been implicated in the
pathogenesis of diabetic vascular complications via an induc-
tion of reactive oxygen species and subsequent alteration of
many gene expressions [63]. There are several articles that
show the positive role of proanthocyanidins in type 2 diabe-
tes [47,63-66].

Thus, Zhang et al. (2007) found that grape seed proan-
thocyanidin extract markedly downregulated RAGE expres-
sion. Interestingly, these effects have been corroborated in
different subsequent studies [63].
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The elevation of lipid peroxidation in the kidney and
serum under the diabetic condition was decreased by the
administration of proanthocyanidins in diabetic rats [45].
These investigations demonstrated that proanthocyanidins
affected the inflammatory process via regulation of related
protein expression, inducible NO synthase (iNOS), cyclooxy-
genase-2, and upstream regulators, nuclear factor kB, and
inhibitor-binding protein «B-a. Proanthocyanidins also
decreased serum glucose, glycosylated protein, serum urea
nitrogen, urinary protein, and renal advanced glycation end
products [45].

The effects of proanthocyanidins preparations from
persimmon on hyperlipidemia, hyperglycemia, and oxidative
stress in a mouse model of type 2 diabetes were also inves-
tigated concluding that these polyphenolic compounds
improve the high blood sugar status, the oxidative stress,
and, specially, the hyperlipidemia [13].

The effects of a grape seed proanthocyanidin extract in
nephropathy and retinopathy were observed in diabetic rats
[64,65], where body weight, advanced glycation end prod-
ucts [64,65], blood urea nitrogen, and creatinine were signif-
icantly reduced [64] but not fasting blood glucose and glyco-
sylated hemoglobin [64,65]. This extract also significantly
suppressed the glomerular hypertrophy and decreased inter-
stitial fibrosis [64], repressed vascular lesions of central
regions, and decreased angiogenesis [65]. Furthermore, in
the kidney of diabetic rats, it was found that 25 proteins
were significantly changed in comparison to normal; among
them, nine proteins were backregulated to normal level after
the proanthocyanidin extract treatment [64]. On the other
hand, seven of the 18 proteins, which were found either up
or downregulated in the retina of STZ-induced diabetic rats,
were found backregulated to normal levels after the extract
therapy [65]. Finally, complex | was found to be upregulated
in the kidney of diabetic rats and backregulated to normal
after the proanthocyanidin extract administration [64].

Furthermore, in a study by Cui et al. (2008), the grape
seed proanthocyanidin extract showed significant protection in
diabetic neuropathy. This extract could apparently improve the
mechanical allodynia and the sciatic-tibial nerve conductive
velocity and alleviate nerve impairment of diabetic rats with-
out affecting the body weights or plasma glucose levels [66].

Finally, treatment of insulin-resistant rats with a proan-
thocyanidin-rich extract from longan flower, decreased the
systolic blood pressure, and enhanced the expression of in-
sulin signaling pathway-related proteins, including insulin re-
ceptor substrate-1 and glucose transporter 4 [47].

5. Proanthocyanidins anticancer
properties

Proanthocyanidins have evidenced some neoplasic disease
prevention properties by exhibiting cytotoxicity against many
types of tumors, including colon, breast, and prostate can-
cers [17,67]. There are also several studies concerning cran-
berry extracts with putative anticancer activities, such as ap-
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optosis and inhibition of proliferation that implicate the
proanthocyanidins as major contributors [67-70].

The biosynthesis and metabolism of polyamines (sper-
midine and spermine) involved in cell proliferation is con-
trolled by enzymes such as ornithine decarboxylase, whose
activity can be affected by dietary polyphenols, as has been
reported for grape seed and cranberry proanthocyanidins
[70,71]. Thus, a cranberry proanthocyanidin fraction appears
to selectively inhibit the proliferation of H460 human large
cell lung carcinoma, HT-29 colon adenocarcinoma, and K562
chronic myelogenous leukemia cells in vitro. Moreover, the
number of new tumor colonies decreased in HT-29 and HCT-
116 colon tumor cell lines in a dose-dependent manner,
when treated with a cranberry proanthocyanidin fraction pre-
pared from Early Black variety cranberry fruit [72].

5.1. Effect of proanthocyanidins on

apoptosis and cell proliferation

Apoptosis plays a major role in establishing a natural bal-
ance between cell death and cell renewal by destroying
excess, damaged, or abnormal cells [6]. Aparicio-Fernandez
et al. showed that Jamapa bean methanolic extract, which
consisted of a mixture of anthocyanins, proanthocyanidins,
and flavonols, inhibited the proliferation of Hela cells by
increasing DNA molecule breakage (as cytometry analysis
showed) and apoptosis. In this study, western blot analysis
revealed an increment in the expression of Bax and caspase-
3 proteins [73]. Caspase-3 is required for DNA fragmentation
and some of the typical morphological changes of cells
undergoing apoptosis [74], whereas Bax is a proapoptotic
member of the Bcl-2 protein family that resides in the outer
mitochondrial membrane [32].

5.2. Oral cancer

Proanthocyanidins exhibit chemopreventive and chemothera-
peutic potential in many stages of oral carcinogenesis [75].
Thus, studies involving raspberry-, grape-, and grape seed-
derived proanthocyanidins have recently demonstrated
selective inhibition of oral cancer phenotypes, particularly in
oral squamous cell carcinomas (0SCC) [76,77].

The administration of proanthocyanidins by grape seed
and cranberry extracts reduced cell growth and proliferation
of OSCC, CAL27, and SCC25 cell lines in a dose-dependent
manner [17,75]. Moreover, the effects of the grape seed
extract were more selective, and intensely specific, for the
0SCC cell line compared with noncancerous controls, sug-
gesting a possible selective effect that may render oral can-
cers more susceptible to the apoptosis-inducing and prolifer-
ation-inhibiting effects of proanthocyanidins [75]. A further
analysis revealed a common, dramatic upregulation of mRNA
expression in the apoptosis initiator, caspase-2, and the apo-
ptosis effector, caspase-8 from CAL27 and SCC2s cell lines
by the administration of grape seed and cranberry proantho-
cyanidins extracts [17].

5.3. Esophageal adenocarcinoma
Reflux of bile and stomach acid has been linked to esopha-
geal adenocarcinoma in human cohorts, and recent in vitro
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Table 1

Beneficial effects and healthy properties of proanthocyanidins

Diseases Effects/Properties References
Cardiovascular | Vessel constriction [49]
| LDL oxidation [44,50-52]
Diabetes | RAGE expression [60]
| AGEs effects [61-63]
| Lipid peroxidation in kidney [42]
| Hyperlipidemia, hyperglycemia and oxidative stress [13]
| Body weight [61,62]
Improve nephropathy and retinopathy [61,62]
Improve neuropathy [63]
Improve insulin resistance [44]
Cancer 1 Apoptosis and | proliferation [14,16,17,65-67,69,72,77,104,105]
| Angiogenesis [79]
Bacterial infections Anti-adhesive activity [87,91,92]
| Inflammatory mediators (98]

studies have documented specific cellular responses to acid
or bile exposure, including alterations in genes associated
with increased cell proliferation and survival with a corre-
sponding decrease in apoptosis [78,79].

Kresty et al. (2008) carried out a research where pre-
treating acid-responsive human esophageal adenocarcinoma
cell line, SEG-1, with cranberry proanthocyanidins signifi-
cantly inhibited cell viability in a dose- and time-dependent
manner [80]. Loss of cell cycle checkpoint control and subse-
quent uncontrolled cell proliferation are characteristic of
numerous cancers, including esophageal adenocarcinoma
[80,81]. The experiment resulted in a significant increase in
the percentage of cells at the first gap phase checkpoint and
significant declines in the percentage of cells in S-phase,
which means an antiproliferative effect. Furthermore, treat-
ment of SEG-1 cells with proanthocyanidins resulted in sig-
nificant induction of apoptosis [80]. Moreover, pretreatment
of a second esophageal adenocarcinoma cell line, BIC-1, with
the same polyphenols also inhibited cell proliferation. In
summary, the results of this study showed that a cranberry
proanthocyanidins-rich extract has potent effects on cell
cycle regulation, cell viability, cell proliferation, and apopto-
sis of esophageal adenocarcinoma cells [80].

5.4. Prostate cancer
Oligomeric proanthocyanidin complexes inhibit the activity of
enzymes such as lipoxygenase and cyclooxygenase [82].
These effects may have a role in cancer prevention since 12-
lipoxygenase increases the expression of vascular endothe-
lial growth factor and angiogenesis in prostate cancers [82].
In this context, Neuwirt et al. (2008) presented evi-
dence that these oligomeric proanthocyanidin complexes
cause inhibition of growth of prostate cancer cells through
the activation of mechanisms that lead to a G1 growth arrest
and induction of apoptosis. They showed this antiprolifera-
tive and proapoptotic effect in three prostate cancer cell
lines: LNCaP, receptor-negative PC3, and DU145 cells [14].

Healthy properties of proanthocyanidins

These growth inhibition and apoptosis induction effects on
LNCaP and DU145 prostate cancer cell lines were previously
reported by other authors [83-85].

5.5. Lymphoma

Non-Hodgkin lymphoma is the fifth most common cancer in
the United States among both men and women and the life-
time cumulative risk of developing it is one in 50 [86]. This
type of cancer include a heterogeneous group of malignan-
cies that arise primarily from lymphoid tissue throughout
the body [87] and is characterized by the presence of Hodg-
kin and Reed-Sternberg cells that generally constitute less
than 1% of the total tumor cell mass [88]. The intake of fla-
vonols, epicatechins, anthocyanidins, proanthocyanidins, and
total flavonoids is inversely associated with the risk of this
type of cancer [15].

Specifically, Mackenzie et al. (2008) presented evi-
dence that dimeric procyanidin B2 inhibits the binding of nu-
clear factor kB to DNA process that is involved in Hodgkin
and Reed-Sternberg cell proliferation and resistance to apo-
ptosis [88].

6. Proanthocyanidins
antibacterial effects

Many pathogens need a positive adhesion to host cells or
host tissues as a prerequisite for invasion and virulence.
This adhesion is commonly mediated by carbohydrate-pro-
tein interactions between surface adhesions of microorgan-
isms and the host cell [89,90]. Hence, antiadhesive com-
pounds are potential prophylactic tools in alternative
treatment regimes against bacterial infection [90].
Pelargonium sidoides extract, containing mainly poly-
meric proanthocyanidins, was found to have antiadhesive ac-
tivity against Helicobacter pylori in a dose-dependent man-
ner [90]. In another study by Mayer et al. (2008), after
fractionation of raw extracts, proanthocyanidins and gallate
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Table 2

Proanthocyanidins applied to different diseases and their dietary sources

Dietary source

Longan flower

Croton celtidifolius

Cranberry

Maritime pine
Persimmon peel
Pelargonium sidoides
Apple and hop

Grape seed

Black Jamapa Bean

164

Proanthocyanidins

Proanthocyanidins A2

Proanthocyanidins A2

Proanthocyanidin oligomers mainly
composed of catechin and epicatechin
units in the ratio of 1.5-1

A-Type proacyanidins

Oligomers composed primarily of four to
seven epicatechin units with at least one
or two A-type linkages between the units

Epicatechin units with mainly DP of 4 and 5
containing at least one A-type linkage

A-type proanthocyanidins

Type A oligomers

0.35% anthocyanins and 65.1%
proanthocyanidins

65.1% proanthocyanidins and 0.35%
anthocyanins

Oligomeric proanthocyanidins

Polymeric and oligomeric proanthocyanidins

Polymeric proanthocyanidins

56% dimeric, 12% trimeric, 6.6% tetrameric
and small amounts of monomeric and
high-molecular-weight oligomeric
proanthocyanidins

Oligomeric proanthocyanidins

Oligomeric proanthocyanidins

Procyanidins oligomers of catechin and
epicatechin, some of which are
esterified with gallic acid

Oligomers of catechin and/or epicatechin

Proanthocyanidins P2, P3, P4, and gallate
esters P2G and P3G (P = proanthocyani-
din consisting of catechin and epicatechin
units, n = oligomerization degree,

G = gallate ester)

TP3 fraction: epicatechin and anthocyanins
in the form of delphinidin 3-glycoside,
petunidin 3-glycoside, and malvidin 3-gly-
coside. TP4 fraction: higher concentrations
of flavan-3-ol oligomers and rich in
heterogeneous dimers mainly composed
of (epi)-afzelechin, (epi)catechin, and
(epi)gallocatechin in addition to the above
anthocyanins. SG2 fraction: a mixture of
monomer-hexamer catechin-based
proanthocyanidins.

Diseases

Cardiovascular diseases
Diabetes
Cardiovascular diseases

Cardiovascular diseases

Human large cell lung carcinoma, HT-29
colon adenocarcinoma, and K562 chronic
myelogenous leukemia cells in vitro

Oral squamous cell carcinomas

Human tumor cell lines

Human esophageal adenocarcinoma cells

Antibacterial against Escherichia coli

Antibacterial against Streptococcus mutans

Antibacterial against periodontopathogens

Antibacterial against Porphyromonas
gingivalis

Antibacterial against Peptostreptococcus
micros

Prostate cancer

Diabetes

Antibacterial against Helicobacter pylori

Antibacterial against Porphyromonas
gingivalis

Diabetes

Diabetes

Colon aberrant crypts and breast tumors
Oral squamous cell carcinoma

Prostate cancer

Prostate cancer

DU145 human prostate carcinoma cells
Antibacterial against: Staphylococcus aureus,
Pseudomonas aeruginosa, Streptococcus

pneumoniae, Streptococcus pyogenes,
Klebsiella pneumoniae, Escherichia coli,
Haemophilus influenzae, Staphylococcus
epidermidis, Enterococcus faecalis and
Enterococcus casilliflavus

Chemopreventive activity on HelLa and HaCaT
Cells

References

[44,51]
[44]
[49]

[50]
[64]

[17]
[65,66]
[77]

[91]

[89]
[98]
[101]

[95]

[14]
[13,42]
[87]
[102]

[60-62]
[63]

[68]
[17,72]
[14]
[81]

[82]
[88]

[70]

BioFactors



esters were determined as active antibacterial agents toward
10 different pathogens [91].

6.1. Urinary infections

Urinary tract infections (UTI) have a high incidence world-
wide and a substantial share of the public health budget is
spent on their treatment [92]. Ascending UTI may cause re-
nal parenchymal damage, leading eventually to renal failure
[92]. The bacterium Escherichia coli causes most uncompli-
cated UTI, whereas in complicated upper UTI, E. coli strains
of specific uropathogenic virulence predominate [93]. Urovir-
ulence is strongly defined by bacterial fimbriae, which medi-
ate the firm adherence to the host’s tissue. Adhesion is
accomplished by the binding of lectins exposed on the sur-
face of these fimbriae to complementary carbohydrates of
the host tissue [93].

Research has identified an antiadhesive mechanism of
cranberry proanthocyanidins extract that inhibit docking of
bacteria on tissues “in vitro.” For example, it was identified
to selectively possess antiadhesion activity against p-fimbri-
ated E. coli [94] and even abolished the expression of this p-
fimbriae when added to bacterial culture medium [95]. What
is more, the reduction in biofilm formation and acidogenicity
by Streptococcus mutans could specifically be attributed to
cranberry condensed tannins and mainly to type A oligomers
of epicatechin [92]. Additionally, it has been demonstrated
by two clinical trials that the antiadhesive activity of cran-
berry ingredients is conserved in human urine, following oral
ingestion of cranberry juice [96,97].

6.2. Dental infections

Tooth decay and periodontal disease are worldwide plagues
caused by pathogenic bacteria resident in the oral cavity
and characterized by the destruction of tooth-supporting tis-
sues, including the alveolar bone [92,98]. The initiation and
rate of progression of periodontitis involve complex interac-
tions between periodontopathogenic bacteria, notably from
the S. mutans group and immune and resident host cells
[92,99]. The cytotoxicity mediated by bacterial cell wall com-
ponents and lipopolysaccharide may contribute to periodon-
tal tissue destruction and disease progression [100]. Within
a matrix of salivary proteins, these bacteria release
enzymes, for example, glucosyltransferase and fructosyl-
transferase, and synthesize fructanes and glucanes that
facilitate further bacterial attachment [92].

It was found that a proanthocyanidin-rich cranberry
fraction possesses the capacity to reduce the production of
inflammatory mediators by lipopolysaccharide (LPS)-stimu-
lated macrophages and gingival fibroblasts [101,102] and to
inhibit host extracellular matrix destructive enzyme produc-
tion and activity [103]. In addition, the same cranberry frac-
tion could prevent biofilm formation by Porphyromonas gin-
givalis [104], a major etiological agent of chronic
periodontitis [98]. In another report, apple and hop polyphe-
nols that are mainly constituted of proanthocyanidins were
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found to protect periodontal ligament cells against P. gingi-
valis cytotoxicity [105].

Peptostreptococcus micros is one of the few Gram-pos-
itive bacterial species for which there is evidence for a role
in periodontitis [106]. Pretreating cells with a cranberry frac-
tion rich in proanthocyanidins, statistically reduced the loss
of cell viability and the cell wall toxicity induced by P. micros
in both human monocyte-derived macrophages and oral epi-
thelial cells [98].

1. Conclusions

Proanthocyanidins, or condensed tannins, are polyphenolic
compounds that are widely found in plants. These molecules
have a role as antioxidants; hence, they have been applied
in different research concerning diseases related with oxida-
tive stress and free radicals.

Indeed, proanthocyanidins seem to have positive
healthy effects (Table 1) by improving some complications of
type 2 diabetes, cardiovascular diseases, and different types
of cancer or bacterial infections. However, there are still few
studies taking into account that putative therapeutic uses of
proanthocyanidins are very broad and it is likely that they
will continue to be used in new contexts and applications.
Moreover, most of the reports up to date involve in vitro and
animal trials but there are scarce clinical studies. Thus,
future research should continue with the aim of investigating
the proanthocyanidins bioavailability and understanding the
regulatory genes and pathways that are involved on human
health effects.

Finally, as shown in Table 2 the development of func-
tional foods containing proanthocyanidins, as part of a
healthy diet, may aid in the prevention of chronic disease
and in the maintenance of good health.

References

[1] Terao, )., Kawai, Y., and Murota, K. (2008) Vegetable flavonoids and
cardiovascular disease. Asia Pac. J. Clin. Nutr. 17 (Suppl 1), 291—293
[2] Crozier, A. (2009) Dietary phenolics, absorption, mammalian and mi-
crobial metabolism and colonic health. Mol. Nutr. Food. Res. 53

(Suppl 1), S5-S6

[3] Robbins, R. J., Kwik-Uribe, C., Hammerstone, J. F., and Schmitz, H. H.
(2006) Analysis of flavanols in foods: what methods are required to
enable meaningful health recommendations? J. Cardiovasc. Pharmacol.
47 (Suppl 2), S110-5118; discussion S119 — S121.

[4] Spencer, J. P. (2008) Flavonoids: modulators of brain function? Br. .
Nutr. 99 (E Suppl 1), ES60-ES77

[5] Lotito, S. B. and Frei, B. (2006) Consumption of flavonoid-rich foods
and increased plasma antioxidant capacity in humans: cause, conse-
quence, or epiphenomenon? Free Radic. Biol. Med. 41, 1727-1746.

[6] Nandakumar, V., Singh, T., and Katiyar, S. K. (2008) Multi-targeted
prevention and therapy of cancer by proanthocyanidins. Cancer Lett.
269, 378-387.

[7] Masquelier, J., Michaud, J., Laparra, J., and Dumon, M. C. (1979) Flavo-
noids and pycnogenols. Int. J. Vitam. Nutr. Res. 49, 307-311.

[8] Santos, S. and Mello, ). (1999) Farmacognosia—Da planta ao medica-
mento. pp. 517-544.

[9] Gu, L., Kelm, M. A., Hammerstone, ). F., Beecher, G., Holden, J., Hayto-
witz, D., and Prior, R. L. (2003) Screening of foods containing

165



proanthocyanidins and their structural characterization using LC-MS/
MS and thiolytic degradation. J. Agric. Food Chem. 51, 7513-7521.

[10] Gu, L., Kelm, M. A., Hammerstone, . F., Beecher, G., Holden, J., Hayto-
witz, D., Gebhardt, S., and Prior, R. L. (2004) Concentrations of proan-
thocyanidins in  common foods and estimations of normal
consumption. J. Nutr. 134, 613-617.

[11] Vivas, N., Nonier, M. F., Vivas de Gaulejac, N., Absalon, C., Bertrand,
A., and Mirabel, M. (2004) Differentiation of proanthocyanidin tannins
from seeds, skins and stems of grapes (Vitis vinifera) and heartwood
of Quebracho (Schinopsis balansae) by matrix-assisted laser desorp-
tion/ionization time-of-flight mass spectrometry and thioacidolysis/lig-
uid chromatography/electrospray ionization mass spectrometry. Anal.
Chim. Acta. 513, 247-256.

[12] Lee, Y. A., Cho, E. )., and Yokozawa, T. (2008) Protective effect of per-
simmon (Diospyros kaki) peel proanthocyanidin against oxidative dam-
age under H202-induced cellular senescence. Biol. Pharm. Bull. 31,
1265-1269.

[13] Lee, Y. A., Cho, E. )., and Yokozawa, T. (2008) Effects of proanthocyani-
din preparations on hyperlipidemia and other biomarkers in mouse
model of type 2 diabetes. J. Agric. Food Chem. 56, 7781-7789.

[14] Neuwirt, H., Arias, M. C., Puhr, M., Hobisch, A., and Culig, Z. (2008)
Oligomeric proanthocyanidin complexes (OPC) exert anti-proliferative
and pro-apoptotic effects on prostate cancer cells. Prostate 68,
1647-1654.

[15] Frankenfeld, C. L., Cerhan, ). R., Cozen, W., Davis, S., Schenk, M., Mor-
ton, L. M., Hartge, P.,, and Ward, M. H. (2008) Dietary flavonoid intake
and non-Hodgkin lymphoma risk. Am. J. Clin. Nutr. 87, 1439-1445.

[16] Aparicio-Fernandez, X., Reynoso-Camacho, R., Castano-Tostado, E.,
Garcia-Gasca, T., Gonzalez de Mejia, E., Guzman-Maldonado, S. H.,
Elizondo, G., Yousef, G. G., Lila, M. A., and Loarca-Pina, G. (2008) Anti-
radical capacity and induction of apoptosis on Hela cells by a Phaseo-
lus vulgaris extract. Plant Foods Hum. Nutr. 63, 35-40.

[17] Chatelain, K., Phippen, S., McCabe, ., Teeters, C. A., O’Malley, S., and
Kingsley, K. (2008) Cranberry and grape seed extracts inhibit the pro-
liferative phenotype of oral squamous cell carcinomas. Evid. Based
Complement. Alternat. Med. Epub ahead of print.

[18] Cos, P., De Bruyne, T., Hermans, N., Apers, S., Berghe, D. V., and Vlie-
tinck, A. J. (2004) Proanthocyanidins in health care: current and new
trends. Curr. Med. Chem. 11, 1345-1359.

[19] Deprez, S., Mila, I., Huneau, ). F., Tome, D., and Scalbert, A. (2001)
Transport of proanthocyanidin dimer, trimer, and polymer across
monolayers of human intestinal epithelial Caco-2 cells. Antioxid. Re-
dox. Signal 3, 957-967.

[20] Faria, A., Mateus, N., de Freitas, V., and Calhau, C. (2006) Modulation
of MPP-+ uptake by procyanidins in Caco-2 cells: involvement of oxi-
dation/reduction reactions. FEBS Lett. 580, 155-160.

[21] Yang, C. S., Chen, L., Lee, M. )., Balentine, D., Kuo, M. C., and Schantz,
S. P. (1998) Blood and urine levels of tea catechins after ingestion of
different amounts of green tea by human volunteers. Cancer Epide-
miol. Biomarkers Prev. 7, 351-354.

[22] Rein, D., Lotito, S., Holt, R. R., Keen, C. L., Schmitz, H. H., and Fraga,
C. G. (2000) Epicatechin in human plasma: in vivo determination and
effect of chocolate consumption on plasma oxidation status. J. Nutr.
130, 2109S5-2114S.

[23] Piskula, M. K. and Terao, ). (1998) Accumulation of (-)-epicatechin
metabolites in rat plasma after oral administration and distribution of
conjugation enzymes in rat tissues. J. Nutr. 128, 1172-1178.

[24] Donovan, J. L., Bell, J. R., Kasim-Karakas, S., German, J. B., Walzem, R.
L., Hansen, R. )., and Waterhouse, A. L. (1999) Catechin is present as
metabolites in human plasma after consumption of red wine. J. Nutr.
129, 1662-1668.

[25] Prasain, ). K., Peng, N., Dai, Y., Moore, R., Arabshahi, A., Wilson, L.,
Barnes, S., Michael Wyss, J., Kim, H., and Watts, R. L. (2009) Liquid
chromatography tandem mass spectrometry identification of proantho-
cyanidins in rat plasma after oral administration of grape seed extract.
Phytomedicine 16, 233-243.

[26] Manach, C., Scalbert, A., Morand, C., Remesy, C., and Jimenez, L.
(2004) Polyphenols: food sources and bioavailability. Am. J. Clin. Nutr.

79, 727-747-

166

[27] Rios, L. Y., Bennett, R. N., Lazarus, S. A., Remesy, C., Scalbert, A., and
Williamson, G. (2002) Cocoa procyanidins are stable during gastric
transit in humans. Am. J. Clin. Nutr. 76, 1106-1110.

[28] Deprez, S., Brezillon, C., Rabot, S., Philippe, C., Mila, I., Lapierre, C.,
and Scalbert, A. (2000) Polymeric proanthocyanidins are catabolized
by human colonic microflora into low-molecular-weight phenolic acids.
J. Nutr. 130, 2733-2738.

[29] Cremin, P., Kasim-Karakas, S., and Waterhouse, A. L. (2001) LC/ES-MS
detection of hydroxycinnamates in human plasma and urine. J. Agric.
Food Chem. 49, 1747-1750.

[30] Rasmussen, S. E., Frederiksen, H., Struntze Krogholm, K., and Poul-
sen, L. (2005) Dietary proanthocyanidins: occurrence, dietary intake,
bioavailability, and protection against cardiovascular disease. Mol.
Nutr. Food Res. 49, 159-174.

[31] Ray, S. D., Kumar, M. A., and Bagchi, D. (1999) A novel proanthocyani-
din IH636 grape seed extract increases in vivo Bcl-XL expression and
prevents acetaminophen-induced programmed and unprogrammed cell
death in mouse liver. Arch. Biochem. Biophys. 369, 42-58.

[32] Antonsson, B., Montessuit, S., Sanchez, B., and Martinou, J. C. (2001)
Bax is present as a high molecular weight oligomer/complex in the
mitochondrial membrane of apoptotic cells. J. Biol. Chem. 276,
11615-11623.

[33] Bagchi, D., Ray, S. D., Patel, D., and Bagchi, M. (2001) Protection against
drug- and chemical-induced multiorgan toxicity by a novel IH636 grape
seed proanthocyanidin extract. Drugs Exp. Clin. Res. 27, 3-15.

[34] Ray, S. D., Patel, D., Wong, V., and Bagchi, D. (2000) In vivo protec-
tion of dna damage associated apoptotic and necrotic cell deaths dur-
ing acetaminophen-induced nephrotoxicity, amiodarone-induced lung
toxicity and doxorubicin-induced cardiotoxicity by a novel IH636 grape
seed proanthocyanidin extract. Res. Commun. Mol. Pathol. Pharmacol.
107, 137-166.

[35] Ray, S. D., Wong, V., Rinkovsky, A., Bagchi, M., Raje, R. R., and Bag-
chi, D. (2000) Unique organoprotective properties of a novel IH636
grape seed proanthocyanidin extract on cadmium chloride-induced
nephrotoxicity, dimethylnitrosamine (DMN)-induced splenotoxicity and
mocap-induced neurotoxicity in mice. Res. Commun. Mol. Pathol.
Pharmacol. 107, 105-128.

[36] Willcox, ). K., Ash, S. L., and Catignani, G. L. (2004) Antioxidants and
prevention of chronic disease. Crit. Rev. Food Sci. Nutr. 44, 275-295.

[37] Finkel, T. and Holbrook, N. J. (2000) Oxidants, oxidative stress and the
biology of ageing. Nature 408, 239-247.

[38] Valdecantos, M. P., Perez-Matute, P., and Martinez, ). A. (2009) Obe-
sity and oxidative stress: role of antioxidant supplementation. Rev.
Invest. Clin. 61, 127-139.

[39] Moskaug, ). O., Carlsen, H., Myhrstad, M. C., and Blomhoff, R. (2005)
Polyphenols and glutathione synthesis regulation. Am. J. Clin. Nutr.
81, 2775-283S.

[40] Garcia-Lafuente, A., Guillamon, E., Villares, A., Rostagno, M. A., and
Martinez, J. A. (2009) Flavonoids as anti-inflammatory agents: implica-
tions in cancer and cardiovascular disease. Inflamm. Res. 58,
537-552.

[41] Terao, ). (2009) Dietary flavonoids as antioxidants. Forum. Nutr. 61,
87-94.

[42] Virgili, F., Kobuchi, H., and Packer, L. (1998) Procyanidins extracted
from Pinus maritima (Pycnogenol): scavengers of free radical species
and modulators of nitrogen monoxide metabolism in activated murine
RAW 264.7 macrophages. Free Radic. Biol. Med. 24, 1120-1129.

[43] Stoclet, ). C. (2001) Bonum vinum laetificat cor hominum. Med. Sci.
Monit. 7, 842-847.

[44] Ho, S. C., Hwang, L. S., Shen, Y. J., and Lin, C. C. (2007) Suppressive
effect of a proanthocyanidin-rich extract from longan (Dimocarpus
longan Lour) flowers on nitric oxide production in LPS-stimulated
macrophage cells. J. Agric. Food Chem. 55, 10664—10670.

[45] Lee, Y. A, Kim, Y. J., Cho, E. J., and Yokozawa, T. (2007) Ameliorative
effects of proanthocyanidin on oxidative stress and inflammation in
streptozotocin-induced diabetic rats. J. Agric. Food Chem. 55, 9395—
9400.

[46] Puangpronpitag, D., Areejitranusorn, P., Boonsiri, P., Suttajit, M., and
Yongvanit, P. (2008) Antioxidant activities of polyphenolic compounds

BioFactors



isolated from Antidesma thwaitesianum Mull. Arg. seeds and marcs. /.
Food Sci. 73, C648-C653.

[47] Tsai, H. Y., Wu, L. Y., and Hwang, L. S. (2008) Effect of a proanthocya-
nidin-rich extract from longan flower on markers of metabolic syn-
drome in fructose-fed rats. J. Agric. Food Chem. 56, 11018-11024.

[48] Minifio, A. M., Heron, M., Murphy, S. L., and Kochanek, K. D. (2007)
Deaths: final data for 2004. Natl. Vital Stat. Rep. 55, 1-119.

[49] White House News. “American Heart Month, 2007.” Available at:
http://georgewbush-whitehouse.archives.gov/news/releases/2007/
02/20070201-2.html.

[s0] Heart disease leading cause of death in England & Wales. National
Statistics Reports: News Release (2006). http://www.statistics.gov.uk/
pdfdir/hsqos506.pdf

[51] Parati, G., Mancia, G., Di Rienzo, M., and Castiglioni, P. (2006) Point:
cardiovascular variability is/is not an index of autonomic control of cir-
culation. J. Appl. Physiol. 101, 676—678; discussion 681 — 672.

[52] DalBo, S., Moreira, E. G., Brandao, F. C., Horst, H., Pizzolatti, M. G.,
Micke, G. A., and Ribeiro-do-Valle, R. M. (2008) Mechanisms underly-
ing the vasorelaxant effect induced by proanthocyanidin-rich fraction
from Croton celtidifolius in rat small resistance arteries. J. Pharmacol.
Sci. 106, 234-241.

[53] McKay, D. L. and Blumberg, J. B. (2007) Cranberries (Vaccinium macro-
carpon) and cardiovascular disease risk factors. Nutr. Rev. 65, 490-502.

[54] Hsieh, M. C., Shen, Y. J., Kuo, Y. H., and Hwang, L. S. (2008) Antioxi-
dative activity and active components of longan (Dimocarpus longan
Lour.) flower extracts. J. Agric. Food Chem. 56, 7010-7016.

[55] Porter, M., Krueger, C., Wiebe, D., Cunningham, D., and Reed, J.
(2001) Cranberry proanthocyanidins associate with low-density lipo-
protein and inhibit in vitro Cu2-induced oxidation. J. Sci. Food Agric.
81, 1306-1313.

[56] Maffei Facino, R., Carini, M., Aldini, G., Bombardelli, E., Morazzoni, P.,
and Morelli, R. (1994) Free radicals scavenging action and anti-enzyme
activities of procyanidines from Vitis vinifera. A mechanism for their
capillary protective action. Arzneimittelforschung 44, 592-601.

[57] Brownlee, M. (2001) Biochemistry and molecular cell biology of dia-
betic complications. Nature 414, 813-820.

[58] Poitout, V. and Robertson, R. P. (2002) Minireview: secondary beta-
cell failure in type 2 diabetes—a convergence of glucotoxicity and lip-
otoxicity. Endocrinology 143, 339-342.

[59] Prentki, M., Joly, E., El-Assaad, W., and Roduit, R. (2002) Malonyl-CoA
signaling, lipid partitioning, and glucolipotoxicity: role in beta-cell ad-
aptation and failure in the etiology of diabetes. Diabetes 51 (Suppl 3),
S405-S413

[60] Brownlee, M. (2005) The pathobiology of diabetic complications: a
unifying mechanism. Diabetes 54, 1615-1625.

[61] Tikoo, K., Tripathi, D. N., Kabra, D. G., Sharma, V., and Gaikwad, A. B.
(2007) Intermittent fasting prevents the progression of type | diabetic
nephropathy in rats and changes the expression of Sirz2 and ps53.
FEBS Lett. 581, 1071-1078.

[62] Bengmark, S. and Gil, A. (2007) Advanced glycation and lipoxidation
end products—amplifiers of inflammation: the role of food. Nutr.
Hosp. 22, 625-640.

[63] Zhang, F. L., Gao, H. Q., and Shen, L. (2007) Inhibitory effect of GSPE
on RAGE expression induced by advanced glycation end products in
endothelial cells. J. Cardiovasc. Pharmacol. 50, 434—440.

[64] Li, B. Y., Cheng, M., Gao, H. Q., Ma, Y. B., Xu, L., Li, X. H., Li, X. L.,
and You, B. A. (2008) Back-regulation of six oxidative stress proteins
with grape seed proanthocyanidin extracts in rat diabetic nephropa-
thy. J. Cell. Biochem. 104, 668-679.

[65] Li, M., Ma, Y. B., Gao, H. Q., Li, B. Y., Cheng, M., Xu, L., Li, X. L., and
Li, X. H. (2008) A novel approach of proteomics to study the mecha-
nism of action of grape seed proanthocyanidin extracts on diabetic
retinopathy in rats. Chin. Med. J. 121, 2544-2552.

[66] Cui, X. P, Li, B. Y., Gao, H. Q., Wei, N., Wang, W. L., and Lu, M. (2008)
Effects of grape seed proanthocyanidin extracts on peripheral nerves in
streptozocin-induced diabetic rats. J. Nutr. Sci. Vitaminol. 54, 321-328.

[67] Neto, C. C., Amoroso, J. W., and Liberty, A. M. (2008) Anticancer activ-
ities of cranberry phytochemicals: an update. Mol. Nutr. Food Res. 52
(Suppl 1), S18-S27

Healthy properties of proanthocyanidins

[68] Ferguson, P. )., Kurowska, E., Freeman, D. )., Chambers, A. F., and Kor-
opatnick, D. ). (2004) A flavonoid fraction from cranberry extract inhib-
its proliferation of human tumor cell lines. J. Nutr. 134, 1529-1535.

[69] Ferguson, P. )., Kurowska, E. M., Freeman, D. J., Chambers, A. F., and
Koropatnick, ). (2006) In vivo inhibition of growth of human tumor
lines by flavonoid fractions from cranberry extract. Nutr. Cancer 56,
86—94.

[70] Kandil, F. E., Smith, M. A., Rogers, R. B., Pepin, M. F.,, Song, L. L., Pez-
zuto, J. M., and Seigler, D. S. (2002) Composition of a chemopreven-
tive proanthocyanidin-rich fraction from cranberry fruits responsible
for the inhibition of 12-O-tetradecanoyl phorbol-13-acetate (TPA)-
induced ornithine decarboxylase (ODC) activity. J. Agric. Food Chem.
50, 1063-1069.

[71] Singletary, K. W. and Meline, B. (2001) Effect of grape seed proantho-
cyanidins on colon aberrant crypts and breast tumors in a rat dual-
organ tumor model. Nutr. Cancer 39, 252—258.

[72] Liberty, A. M., Hart, P, and Neto, C. C. (2006) Ursolic acid and proan-
thocyanidins from cranberry (Vaccinium macrocarpon) inhibit tumor
colony formation and proliferation in HCT-116 and HT-29 colon tumor
cells. 233rd National Meeting of the American Chemical Society, Chi-
cago, IL 2007.

[73] Aparicio-Fernandez, X., Garcia-Gasca, T., Yousef, G. G., Lila, M. A,
Gonzalez de Mejia, E., and Loarca-Pina, G. (2006) Chemopreventive
activity of polyphenolics from black Jamapa bean (Phaseolus vulgaris
L.) on Hela and HaCaT cells. J. Agric. Food Chem. 54, 2116-2122.

[74] Janicke, R. U., Sprengart, M. L., Wati, M. R., and Porter, A. G. (1998)
Caspase-3 is required for DNA fragmentation and morphological
changes associated with apoptosis. J. Biol. Chem. 273, 9357-9360.

[75] King, M., Chatelain, K., Farris, D., Jensen, D., Pickup, J., Swapp, A.,
O’Malley, S., and Kingsley, K. (2007) Oral squamous cell carcinoma
proliferative phenotype is modulated by proanthocyanidins: a poten-
tial prevention and treatment alternative for oral cancer. BMC Comple-
ment. Alternat. Med. 7, 22.

[76] Shirataki, Y., Kawase, M., Saito, S., Kurihara, T., Tanaka, W., Satoh, K.,
Sakagami, H., and Motohashi, N. (2000) Selective cytotoxic activity of
grape peel and seed extracts against oral tumor cell lines. Anticancer
Res. 20, 423-426.

[77] Rodrigo, K. A., Rawal, Y., Renner, R. J., Schwartz, S. J., Tian, Q., Larsen,
P. E., and Mallery, S. R. (2006) Suppression of the tumorigenic pheno-
type in human oral squamous cell carcinoma cells by an ethanol extract
derived from freeze-dried black raspberries. Nutr. Cancer 54, 58-68.

[78] Jaiswal, K., Tello, V., Lopez-Guzman, C., Nwariaku, F., Anthony, T., and
Sarosi, G. A. Jr. (2004) Bile salt exposure causes phosphatidyl-inosi-
tol-3-kinase-mediated proliferation in a Barrett’s adenocarcinoma cell
line. Surgery 136, 160-168.

[79] Fitzgerald, R. C. (2005) Barrett’s oesophagus and oesophageal adeno-
carcinoma: how does acid interfere with cell proliferation and differen-
tiation? Gut 54 (Suppl 1), i21-i26

[80] Kresty, L. A., Howell, A. B., and Baird, M. (2008) Cranberry proantho-
cyanidins induce apoptosis and inhibit acid-induced proliferation of
human esophageal adenocarcinoma cells. /. Agric. Food Chem. 56,
676-680.

[81] Nojima, H. (2004) G1 and S-phase checkpoints, chromosome instabil-
ity, and cancer. Methods Mol. Biol. 280, 3—49.

[82] Nie, D., Krishnamoorthy, S., Jin, R., Tang, K., Chen, Y., Qiao, Y.,
Zacharek, A., Guo, Y., Milanini, J., Pages, G., and Honn, K. V. (2006)
Mechanisms regulating tumor angiogenesis by 12-lipoxygenase in
prostate cancer cells. J. Biol. Chem. 281, 18601-18609.

[83] Wu, Z. Q., Huang, H., Ding, X. M., and Luo, R. C. (2007) Procyanidins
inhibit proliferation and promote apoptosis of the prostate cancer cell
line LNCaP. Nan Fang Yi Ke Da Xue Xue Bao 27, 499-500.

[84] Agarwal, C., Veluri, R., Kaur, M., Chou, S. C., Thompson, J. A., and
Agarwal, R. (2007) Fractionation of high molecular weight tannins in
grape seed extract and identification of procyanidin B2-3,3'-di-O-gal-
late as a major active constituent causing growth inhibition and apo-
ptotic death of DU145 human prostate carcinoma cells. Carcinogenesis
28, 1478-1484.

[85] Veluri, R., Singh, R. P, Liu, Z., Thompson, J. A., Agarwal, R., and Agar-
wal, C. (2006) Fractionation of grape seed extract and identification of

167



gallic acid as one of the major active constituents causing growth in-
hibition and apoptotic death of DU145 human prostate carcinoma
cells. Carcinogenesis 27, 1445-1453.

[86] Jemal, A., Siegel, R., Ward, E., Murray, T., Xu, )., and Thun, M. J.
(2007) Cancer statistics, 2007. CA Cancer J Clin 57, 43-66.

[87] Alexander, D. D., Mink, P. J., Adami, H. O., Chang, E. T., Cole, P., Mandel,
J. S., and Trichopoulos, D. (2007) The non-Hodgkin lymphomas: a review
of the epidemiologic literature. Int. J. Cancer 120 (Suppl 12), 1-39

[88] Mackenzie, G. G., Adamo, A. M., Decker, N. P., and Oteiza, P. |. (2008)
Dimeric procyanidin B2 inhibits constitutively active NF-kappaB in
Hodgkin’s lymphoma cells independently of the presence of IkappaB
mutations. Biochem. Pharmacol. 75, 1461-1471.

[89] Schmidt, M. A, Riley, L. W., and Benz, I. (2003) Sweet new world: gly-
coproteins in bacterial pathogens. Trends Microbiol. 11, 554-561.

[90] Wittschier, N., Lengsfeld, C., Vorthems, S., Stratmann, U., Ernst, J. F., Ver-
spohl, E. J., and Hensel, A. (2007) Large molecules as anti-adhesive com-
pounds against pathogens. J. Pharm. Pharmacol. 59, 777-786.

[91] Mayer, R., Stecher, G., Wuerzner, R., Silva, R. C., Sultana, T., Trojer, L.,
Feuerstein, I., Krieg, C., Abel, G., Popp, M., Bobleter, O., and Bonn, G.
K. (2008) Proanthocyanidins: target compounds as antibacterial
agents. J. Agric. Food Chem. 56, 6959-6966.

[92] Nowack, R. (2007) Cranberry juice—a well-characterized folk-remedy
against bacterial urinary tract infection. Wien. Med. Wochenschr. 157,
325-330.

[93] Johnson, ). R., Kaster, N., Kuskowski, M. A., and Ling, G. V. (2003)
Identification of urovirulence traits in Escherichia coli by comparison
of urinary and rectal E. coli isolates from dogs with urinary tract infec-
tion. J. Clin. Microbiol. 41, 337-345.

[94] Foo, L. Y., Lu, Y., Howell, A. B., and Vorsa, N. (2000) A-type proantho-
cyanidin trimers from cranberry that inhibit adherence of uropatho-
genic P-fimbriated Escherichia coli. J. Nat. Prod. 63, 1225-1228.

[95] Ahuja, S., Kaack, B., and Roberts, J. (1998) Loss of fimbrial adhesion
with the addition of Vaccinum macrocarpon to the growth medium of
P-fimbriated Escherichia coli. J. Urol. 159, 559-562.

[96] Howell, A., Leahy, M., Kurowska, E., and Guthrie, N. (2001) In vivo evi-
dence that cranberry proanthocyanidines inhibit adherance of p-fimbri-
ated E. coli bacteria to uroepithelial cells. FASEB J. 15, A284.

168

[97] Di Martino, P., Agniel, R., David, K., Templer, C., Gaillard, J. L., Denys,
P., and Botto, H. (2006) Reduction of Escherichia coli adherence to
uroepithelial bladder cells after consumption of cranberry juice: a
double-blind randomized placebo-controlled cross-over trial. World /.
Urol. 24, 21-27.

[98] La, V. D., Labrecque, J., and Grenier, D. (2009) Cytoprotective effect of
proanthocyanidin-rich cranberry fraction against bacterial cell wall-
mediated toxicity in macrophages and epithelial cells. Phytother. Res.
23, 1449-1452.

[99] Tatakis, D. N. and Kumar, P. S. (2005) Etiology and pathogenesis of
periodontal diseases. Dent. Clin. North Am. 49, 491-516.

[100] O’Brien-Simpson, N. M., Veith, P. D., Dashper, S. G., and Reynolds, E.
C. (2004) Antigens of bacteria associated with periodontitis. Periodon-
tology 2000 35, 101-134.

[101] Bodet, C., Chandad, F., and Grenier, D. (2006) Anti-inflammatory activ-
ity of a high-molecular-weight cranberry fraction on macrophages
stimulated by lipopolysaccharides from periodontopathogens. J. Dent.
Res. 85, 235-239.

[102] Bodet, C., Chandad, F., and Grenier, D. (2007) Cranberry components
inhibit interleukin-6, interleukin-8, and prostaglandin E production by
lipopolysaccharide-activated gingival fibroblasts. Eur. J. Oral Sci. 115,
64-70.

[103] Bodet, C., Chandad, F., and Grenier, D. (2007) Inhibition of host extrac-
ellular matrix destructive enzyme production and activity by a high-
molecular-weight cranberry fraction. J. Periodontal Res. 42, 159-168.

[104] Labrecque, )., Bodet, C., Chandad, F., and Grenier, D. (2006) Effects of
a high-molecular-weight cranberry fraction on growth, biofilm forma-
tion and adherence of Porphyromonas gingivalis. J. Antimicrob. Che-
mother. 58, 439-443.

[105] Inaba, H., Tagashira, M., Kanda, T., Ohno, T., Kawai, S., and Amano, A.
(2005) Apple- and hop-polyphenols protect periodontal ligament cells
stimulated with enamel matrix derivative from Porphyromonas gingi-
valis. J. Periodontol. 76, 2223-2229.

[106] Choi, B. K., Park, S. H., Yoo, Y. ., Choi, S. H., Chai, J. K., Cho, K. S.,
and Kim, C. K. (2000) Detection of major putative periodontopatho-
gens in Korean advanced adult periodontitis patients using a nucleic
acid-based approach. J. Periodontol. 71, 1387-1394.

BioFactors



