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Pharmacometrics of Stilbenes: Seguing Towards the Clinic
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Abstract: Stilbenes are small molecular weight (~200-300 g/mol), naturally occurring compounds and are found in a
wide range of plant sources, aromatherapy products, and dietary supplements. These molecules are synthesized via the
phenylpropanoid pathway and share some structural similarities to estrogen. Upon environmental threat, the plant host
activates the phenylpropanoid pathway and stilbene structures are produced and subsequently secreted. Stilbenes act as
natural protective agents to defend the plant against viral and microbial attack, excessive ultraviolet exposure, and disease.
One stilbene, resveratrol, has been extensively studied and has been shown to possess potent anti-cancer, anti-
inflammatory and anti-oxidant activities. Found primarily in the skins of grapes, resveratrol is synthesized by Vitis
vinifera grapevines in response to fungal infection or other environmental stressors. Considerable research showing
resveratrol to be an attractive candidate in combating a wide variety of cancers and diseases has fueled interest in
determining the disease-fighting capabilities of other structurally similar stilbene compounds. The purpose of this review
is to describe four such structurally similar stilbene compounds, piceatannol, pinosylvin, rhapontigenin, and pterostilbene

and detail some current pharmaceutical research and highlight their potential clinical applications.
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1. INTRODUCTION

Currently, there is a plethora of interest in elucidating the
health benefits associated with the consumption of fruits and
vegetables rich in phytochemicals. Recently, an epidemio-
logical study has shown an inverse relationship between
consumption of fruits and vegetables with incidence of
cardiovascular disease, stroke, and mortality [1]. Research
has demonstrated that diets rich in fruits and vegetables
substantially lower the risk of cancer development and
cancer-related mortality [2,3,4,5]. Several diverse compounds
exist in fruits and vegetables that may be responsible for
their associated health-benefits. The general classes of the
natural compounds that have been isolated from various
foodstuffs are flavonoids, stilbenes, isoflavonoids, and
lignans. All of these compounds are structurally similar and
are derived via the phenylpropanoid pathway (Figs. 1, 2).

1.1. Stilbene Structure

Stilbenes are small (MW 210-270 g/mol), naturally
occurring compounds found in a wide range of plant sources,
aromatherapy products, and dietary supplements.

Stilbenes exist as stereoisomers in £ and Z forms,
depending on where functional groups are attached in relation
to one another on either side of the double bond. Naturally
occurring stilbenes overwhelmingly exist in the Z (trans)
form. It has been postulated and scientifically verified that
the £ and Z forms of stilbenes elicit different pharmaco-
logical activities. Research has revealed the Z form to exhibit
more potent activity compared to the £ form across various
anti-cancer and anti-oxidant assays. One such study

*Address correspondence to this author at the College of Pharmacy,
Department of Pharmaceutical Sciences, Washington State University,
Pullman, Washington 99164-6534, USA; Tel: 509 335-4754; Fax: 509 335-
5902; E-mail: ndavies@wsu.edu

1574-8847/06 $50.00+.00

demonstrated frans-resveratrol to be ten times more potent in
its ability to induce apoptosis in the HL60 leukemia cell line
compared to cis-resveratrol [6]. Additional research has
shown trans-stilbene compounds to be significantly more
potent in their ability to inhibit cyclooxygenase I (COX-I)
activity compared to cis-stilbene compounds [7]. These
compounds, namely flavonoids, isoflavonoids, and lignans,
have also generated much scientific research in their
potential clinical applications in the treatment of diseases.
Comparatively, little research has been conducted in
determining the potential cardioprotective, anti-inflammatory
and chemoprotective activities of most stilbenoid compounds.
There are several stilbenes that have been recognized and
classified (Table 1). Based on our current phytochemical
knowledge, it is postulated that many more stilbene
compounds have yet to be identified. Stilbenoid compounds
can be either constitutive and confined to the wood pulp of
the host, or induced in response to environmental stressors.
Induction of stilbene synthesis and secretion occurs in the
fruit and/or leaves of its host. Stilbenes that have been
induced are often referred to as phytoalexins, due to their
protective actions upon secretion [8]. These secondary
metabolites act as protective agents to defend the plant
against viral and microbial attack, excessive ultraviolet
exposure, and disease [9]. Upon environmental threat, the
plant host activates the phenylpropanoid pathway and stilbene
structures are produced and secreted as a consequence.
Which specific stilbene that is produced depends largely on
its host, the region of origin, and the environmental stimuli.
The most well-known and well-characterized stilbene
compound is resveratrol. Primarily found in peanuts, red
wine, and grapes [10-12], resveratrol has been shown to be a
potent anti-inflammatory, anti-cancer and chemoprotective
agent[13-15] (Tables 2-4). Based on encouraging therapeutic
evidence, resveratrol research has fueled a great deal of
interest in characterizing structurally similar stilbene com-
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Fig. (1). Relationship between stilbene, flavonoid, lignan, and isoflavonoid formation.
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Fig. (2). Phenylpropanoid synthesis pathway of stilbenoids.

pounds and in synthesizing modified stilbenes substituted
with various functional groups. The purpose of this review is
to describe four such structurally similar stilbene compounds:
piceatannol, pinosylvin, rhapontigenin, and pterostilbene and
review their applications in current pharmaceutical and
agricultural research (Table 5).

2. PICEATANNOL

Piceatannol (trans-3, 4, 3°, 5’-tetrahydroxystilbene)
CisH 1204, MW 2442 g/mol, log P 2.442, is a naturally
occurring stilbene present in sugar cane, berries, peanuts, red
wines, and the skin of grapes [16,17,18]. First isolated and
characterized from Euphorbia lagascae in 1984, piceatannol
is synthesized in response to fungal attack, ultraviolet
exposure, and microbial infection [19]. Induction of
piceatannol synthesis is also evident during the ripening of
grapes and increases during the fermentation process of wine
production due to B-glucosidase activity of bacteria [20].
Constitutive piceatannol has also been identified in the
heartwood of Cassia garrettiana, a common plant family in
Asian countries [21].

4 CoASH 4 CO;

| STILBENOID ‘

Recent research has shown piceatannol to be a metabolite
of resveratrol via the cytochrome P450 1A2 and 1Bl
enzymes. One study employing human liver microsomes
found that trans-resveratrol metabolism produces two main
metabolites, with one being piceatannol. This biotrans-
formation was dependent on the cytochrome P450 1A2
enzyme as evidenced through the investigator’s use of
enzyme specific inhibitors and protein antibodies. The rate
of resveratrol hydroxylation forming piceatannol was rapid,
reporting a K, of 21uM with a Vi, of 86prnol’1mg’1
microsomal protein. Further investigation using several CYP
enzymes (1A2, 2A6, 2B6, 2C9, 2C19, 2D6, 2E1, 3A4, and
3A5) has detected that CYP1Al is the major enzyme
involved in the biotransformation of resveratrol into
piceatannol [22]. Research using human lymphoblast
expressed cytochrome P450 1B1 microsomes has also shown
trans-resveratrol to be biotransformed into piceatannol along
with two other as of yet unidentified tetrahydroxylated
stilbene compounds [23]. These data have led investigators
to postulate that resveratrol may act as a pro-drug for
production of piceatannol and other stilbenes.
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Table 2. Summary of Resveratrol Cancer Studies
Cell Type Conclusions Reference
Leukemia (B Iymphocyte) Inhibition of proliferation, induction of apoptosis Billard et al. 2002

Induction of apoptosis, inhibition of cell growth

Dorrie et al. 2001

Leukemia (HL60)
Kang et al. 2003
Leukemia (Adult T-cell Apoptosis induction Hayashibara et al. 2002
Leukemia)
Leukemia (THP-1) Apoptosis induction, inhibition of cell growth Tsan et al. 2000, Pemdurthi ez al. 2002

Breast (MDA-MB-231) Apoptosis induction, inhibition of cell proliferation and growth

Mgbonyebi et al. 1998, Scarlatti et al. 2003

induced HepG2 cell invasion

Breast (MCF-7) Apoptosis induction, growth inhibition Mgbonyebi et al. 1998, Serrero et al. 2001, Lu et al. 1999
Colon (HCT-116) Apoptosis induction Mahyar-Roemer ef al. 2001, Wolter et al. 2002
Colon (Caco-2) Apoptosis induction Wolter et al. 2002
Colon (F344 rat model) Inhibits colon carcinogenesis Tessitore et al. 2000
Prostate (LnCap) Growth inhibition Hsieh et al. 2000, Stewart et al. 2004
Prostate (DU-145) Apoptosis induction, growth inhibition Lin et al. 2002, Kampa et al. 2000
Prostate (PC-3) Apoptosis induction, growth inhibition Stewart et al. 2004
Liver (HepG2) Growth inhibition, decrease in hepatocyte growth factor- De Ledinghen et al. 2001

Liver (Fao rat model) Cell cycle arrest, proliferation inhibition Delmas et al. 2000
Melanoma (A431) Apoptosis induction Ahmad et al. 2001, Adhami et al. 2001
Melanoma (A375) Apoptosis induction Niles et al. 2003

Melanoma (SK-Mel-28) Apoptosis induction Niles et al. 2003, Larrosa et al. 2003
Ovarian (PA-1) Apoptosis induction Yang et al. 2003

Endrometria Proliferation inhibition

Bhat ez al. 2001
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Table 3. Pharmacological and Pharmacokinetic Studies of Resveratrol
Animal Route of Administration Conclusions References
Model
Rat Oral No estrogen agonism on estrogen targets in reproductive and nonreproductive Turner et al. 1999
tissues, resveratrol may be an estrogen antagonist
Rat v Significant cardiac bioavailability, affinity for kidney tissue Bertelli et al. 1996
Rat/mouse 1P All resveratrol present in urine and serum in conjugated form Yu et al. 2002
Rat Oral “C-trans-resveratrol prefers stomach, liver, kidney, intestine tissues and is Vitrac et al. 2004
eliminated in bile and urine
Rat IV and Oral Extensive enterohepatic recirculation is evident, intestine is important in its Marier et al. 2002
presystemic glucuronidation, undergoes extensive first pass glucuronidation,
bioavailability approximately 38%, biliary excretion predominates
Mouse Oral Reduction in tumor weight and volume, reduction in tumor metastasis to the Kimura et al. 2000
lung
Mouse IG Increase in lymphocyte proliferation, IL-2 production Feng et al. 2002
Mouse Topical Inhibition of UVB-mediated skin edema Afaq et al. 2003
Gerbil i3 Crosses blood-brain barrier, protects against cerebral ischemic injury Wang et al. 2002
Rabbit IG Reduction in endothelial function Zou et al. 2003
Human Oral Adequate absorption of pharmacologically active concentrations of resveratrol Pace-Asciak et al. 1996
from grape juice causes reduction in risk of artherosclerosis
Human Oral Resveratrol exists in urine and serum predominately in conjugated form Yu et al 2002
Human Oral Metabolites are inactive in antiviral HIV assay compared to parent resveratrol Wang et al. 2004
Human - Irreversible inhibitor of CYP 3A4, reversible inhibitor of CYP 2E1 Piver et al. 2001
microsomes
Human Oral Due to poor bioavailablitiy, resveratrol alone is unlikely to be responsible for Vitaglione et al. 2005
beneficial health effects, antioxidant activity.

2.1. Receptor Interaction

Piceatannol is an antagonist of the aryl-hydrocarbon (Ah)
receptor. The Ah receptor is an orphan, cytosolic receptor
that has been implicated in dioxin toxicity. Agonists of this
receptor include halogenated aromatic compounds such as
2,3,7,8-tetrachlorodibenzo-n-dioxin (TCDD) and polycyclic
aromatic carbohydrates such as benzo(a)pyrene. Depending
on the extent of exposure, AhR agonists have the potential to
involve extensive tissue damage and can induce tumor
growth and progression in a number of organs through the
activation of cytochrome P450 1A1 enzyme. Piceatannol and
resveratrol compete inhibiting AhR binding sites, effectively
displacing TCDD [24].

In addition to acting as an antagonist to the Ah receptor,
piceatannol also acts as a potent tyrosine kinase inhibitor
[25,26,27]. Tyrosine kinases act as important intracellular
mediators in several signaling pathways involved in the
activation of mitogen-activated protein kinase (MAPK), pro-
inflammatory mediators, and transcription factors [28].
Piceatannol has been characterized as a spleen tyrosine
kinase (Syk) inhibitor. Several studies have employed
piceatannol as a Syk inhibitor and it has quickly become the

standard in signal transduction assays. Syk is a small
cytoplasmic non-receptor protein tyrosine kinase (PTK) that
is widely expressed in haematopoetic cells, including B and
T lymphocytes, and has been detected in epithelial cells [29].
Many studies have utilized piceatannol as a Syk inhibitor in
attempt to attenuate asthmatic responses and inflammation.
Research has demonstrated that piceatannol is a potent and
selective inhibitor of mast cell degranulation, bronchial
constriction, bronchial edema, and anaphylaxis [30-32]. One
study determined that Syk activation was one of the earliest
signaling responses in antigen-induced inflammation
associated with asthmatic response. This activation was
ablated by treatment with piceatannol, thus effectively
inhibiting the inflammatory response and subsequent
cytokine activation. These data suggest piceatannol to be a
possible strategy in treating and preventing antigen-induced
asthmatic responses [33].

Due to its estrogen structural similarity it isn’t surprising
that investigators have determined that piceatannol acts as a
selective estrogen receptor modulator (SERM) in human
breast cancer cell lines. Piceatannol is an agonist or partial
agonist to the estrogen receptor across breast cancer cells
expressing either wild-type or mutant estrogen receptors. In



86 Current Clinical Pharmacology, 2006, Vol. 1, No. 1

Table 4. Molecular Targets of Resveratrol

Activity Target

Transcription Regulation JAR
LAP-1
INF-«B
I B-catenin

Cell Cycle IRb
UCyclin A,B1,D
Tcdk2
Tp21
Tp27

Apoptosis and Growth Tps3
LTNF
TFasL
LIL-1B
TBax

TAdenyl-cyclase
IBcl-2
LEGF
lIL-6

dSurvivin
TCaspases
TCeramide

1Cox-2
LiNOS
JVCAM-1
lICAM-1
JIGF-1R
JVEGF
I Tissue factor

Invasion

TNAG-1
TTGF- B
UPC-GF
JPKC
Isyk
JPKD
LErk1/2
Mo

Cytokines and Kinases

Miscellaneous UDNA polymerase (I, I1T)
lCyP1Al
JRibonucleotide reductase

U Tubulin polymerization

comparison, resveratrol was reported to have a “super-
agonistic” effect in one particular transfected breast cancer
cell line, MCF-7. This cell line was transfected with
estrogen-responsive reporter constructs, thus showing
resveratrol to be a potent activator of estrogen receptors and
subsequent estrogen regulated activity in tested cells. In cell
lines with mutated estrogen receptors, resveratrol and
piceatannol-induced estrogen receptor activation was
significantly attenuated lending further evidence that these
two stilbenes in particular are potent estrogen receptor
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modulators. Interestingly, investigators have also reported
resveratrol to have a weak stimulatory effect in the estrogen-
negative breast cancer cell line, MDA-MB-231, suggesting
that resveratrol and possibly other stilbene compounds may
elicit their effects through a parallel, estrogen-independent
pathway [34].

A recent study found piceatannol to be a potent and
selective inhibitor of the COX-2 pathway. Investigators
demonstrated piceatannol to inhibit COX-1 at an ICsy of
4.713 uM (1.15 pg/mL) and to inhibit COX-2 at an ICsy of
0.0113 uM (0.003 pug/mL), yielding a selectivity index of
417.08. Resveratrol inhibited COX-1 at an ICsy of 0.535 uM
(0.12 pg/mL) and COX-2 at an ICsq of 0.996 (0.23 pg/mL),
yielding aselectivity index of 0.54. Comparatively, celecoxib,
a selective COX-2 inhibitor currently utilized and available
with a prescription, has a selectivity index of 546.41. Further
investigations have demonstrated that piceatannol was able
to bind directly to the COX-1 and COX-2 enzyme isoforms,
inhibiting their activity. The authors concluded that
piceatannol is a potential therapeutic compound that inhibits
COX-2 activity, which may have utility in various disease
states associated with COX-2 activation [35].

2.2. Anti-Oxidant Activity

Considerable research has been generated demonstrating
that resveratrol is a potent anti-oxidant across a variety of
assays. Due to the structural similarities between piceatannol
and resveratrol, it has been hypothesized that piceatannol
also possesses potent anti-oxidant activity. One study
determined piceatannol to be significantly more potent in
inhibiting Cu?" induced lipid peroxidation in low-density
proteins compared to resveratrol [36]. Moreover, these
investigators found piceatannol to be equally active in
scavenging 1,1 diphenyl-2-picryl hydrazyl (DPPH), a stable
free radical often employed in anti-oxidant assays compared
to resveratrol. Further investigations revealed piceatannol to
be a potent superoxide scavenger, suggesting a possible role
in cardioprotection following ischemia [37]. Other studies
demonstrated the ability of piceatannol to inhibit carcinogen-
induced preneoplastic lesion formation in a mouse mammary
gland model. Piceatannol and resveratrol both significantly
inhibited lesion formation, inhibiting 89-90% of lesions
formed compared to a control group [38]. Recent research
has shown piceatannol to be a more effective scavenger of
nitric oxide and hydrogen peroxide compared to resveratrol.
Piceatannol also exhibited highly selective cytotoxicity
towards activated microglial cells that were secreting high
concentrations of nitric oxide. The study also examined the
ability of piceatannol and resveratrol to inhibit inducible
nitric oxide synthase (iNOS) enzyme activity and determined
that both stilbenes had little inhibitory effect. Piceatannol
appears to be as effective as ascorbic acid or Trolox® (6-
Hydroxy-2,5,7,8-tetramethylchroman-2-carboxylic acid), two
well-characterized and potent anti-oxidants, in its free radical
scavenging capacity [39]. Current research has also shown
piceatannol to be equal to and in many cases, surpasses the
anti-oxidant capacity of resveratrol. Many investigators have
hypothesized that the additional hydroxyl group of
piceatannol makes it more reactive and is therefore a more
potent free radical scavenger compared to resveratrol [40].
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Table 5. Structures of Stilbenes

Stilbene R1 R2 R3 R4 R5
Rhapontigenin OH OH H OCH; OH
Resveratrol OH OH H OH H
Rhaponticin O-Glucose OH H OCH; OH
Piceatannol OH OH H OH OH
Pinosylvin OH OH H H H
Pterostilbene OCH; OCH; H OH H

2.3. Anti-Cancer Activity

Several studies have been conducted over the last decade
to investigate the possible anti-cancer activity of piceatannol.
Investigators have defended piceatannol to be effective in
inhibiting the development of preneoplastic lesions in a
mouse mammary gland model with 77% inhibition at a
concentrationof 10 pg/mL (40.9 uM) [7]. Other investigators
have reported that piceatannol induces apoptosis in a human
prostate cancer cell line (NRP-154) [41]. Piceatannol has
also demonstrated potent anti-cancer activity in Lewis lung
carcinoma (LLC) bearing mice and increased survival time
and rate in carcinectomized mice. In this study, piceatannol
significantly inhibited both tumor growth and metastasis in a
concentration-dependent manner. Investigators also suggested
that the anti-cancer and anti-metastatic activities of
piceatannol appear to be attributed to its capacity to inhibit
the formation of human umbilical vein endothelial cells
(HUVECsS), thus effectively cutting off nutrition for the
tumor to grow and inhibiting the tumor from spreading.
Inhibition of HUVEC formation occurred at concentrations
of 10 uM (2.4 pg/mL) [42].

It has been recently reported that piceatannol attenuates
the proliferation rate in the human colon adenocarcinoma
cell (Caco-2) model. Investigators found this effect to be
concentration-dependent at 0-200 uM (0-50 pg/mL). In
addition, investigators measured the cell cycle distribution in
treated cells and reported a significant accumulation of cells
in the S phase of the cell cycle. Further experimentation
showed the presence of specific S phase associated cyclins
and cyclin-dependent kinases. The authors also examined
piceatannol in HCT-116 (human colorectal adenoma) cells
and found identical results. The investigators concluded that
piceatannol is an effective anti-cancer agent that inhibits
proliferation and growth in colon cancer cell models via
arresting the cell cycle at the S phase [43].

Recent investigations of resveratrol and piceatannol have
been conducted in BJAB Burkitt-like lymphoma cells and in
an ex vivo model with leukemic lymphoblasts of 21 patients
diagnosed with childhood lymphoblastic leukemia. Results

suggest that both piceatannol and resveratrol are potent
inducers of apoptosis in BJAB cells at an ICsy of 25 uM (6.1
png/mL). Surprisingly, piceatannol, and not resveratrol was
determined to effectively induce apoptosis in the ex vivo
model [44]. In the laboratory it has been determined that
piceatannol is most active in HL60 leukemia and HCT-116
colon cancer cells with an ICs, of ~2-3 pg/ml [45].

2.4. Cardioprotective Activity and the “French Paradox”

Resveratrol and piceatannol have been detected in red
wine and have long been associated with cardioprotection.
The “French paradox” described in 1992 fueled interest in
the cardioprotective effects of these hydroxystilbenes and
since then have generated a great deal of research focused on
elucidating their mechanism of action of stilbenes upon
cardiac tissue and function [46]. The French paradox is
described as an anomaly in which southern French citizens,
who smoke regularly and enjoy a high-fat diet, boast a very
low mortality rate of coronary heart disease. Scientists have
attributed this unlikely relationship to moderate consumption
of the anti-inflammatory and anti-oxidant polyphenolic
compounds, such as piceatannol and resveratrol, in red wine
[47-49]. Piceatannol and resveratrol have been shown to
elicit a number of cardioprotective activities including
inhibition of low-density lipoprotein (LDL) oxidation,
mediation of cardiac cell function, suppression of platelet
aggregation, and attenuation of myocardial tissue damage
during ischemic events. One study in particular demonstrated
the cardioprotective activity of piceatannol [50]. This
research attempted to elucidate the mechanism of action
through which piceatannol protects myocardial tissue during
myocardial ishemic events associated with cardiac arrhythmia.
The investigators proposed that since oxidative stress is a
major contributor to myocardial ischemia, treatment with the
anti-oxidant stilbene piceatannol might protect cardiac
function. Piceatannol was administered to rats that had
undergone left main coronary artery occlusion by three
different procedures (30-minute occlusion, 5 minute occlusion
followed by 30 minute reperfusion, 4 hour occlusion) via
infusion. Investigators reported that piceatannol infusion
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significantly reduced instances of ventricular tachycardia and
ventricular fibrillation across all experimental groups.
Moreover, piceatannol infusion completely prevented morta-
lity in the 30-minute occlusion and the 5 minute-occlusion
followed by reperfusion groups. Investigators also reported a
significant decrease in lactate dehydrogenase levels and an
increase in nitric oxide levels in the blood. Cardiac infarct
size was nearly halved in the 4-hour occlusion group treated
with piceatannol. The authors concluded that piceatannol is a
potent chemoprotective agent and elicits its action via its
anti-oxidant properties [50].

3. PINOSYLVIN

Pinosylvin (trans-3°, 5° dihydroxystilbene) Ci4H;,0,,
MW 212.26 g/mol, log P 3.69, is a naturally occurring
stilbene found in several species of pine tree wood extracts
and in eucalyptus [51-54]. A high content of constitutive
pinosylvin is found in the heartwood of pine tree species.
Induced pinosylvin is found in the pine needles of trees
challenged by infection or environmental stress [55].

3.1. Anti-Fungal Activity

Several studies have been conducted in the arena of
pinosylvin’s capacity to protect various pine species against
disease and decay [56-58]. A recent study evaluated and
compared pinosylvin and resveratrol in in vitro fungal and
wood decay assays. Despite structural similarities, the anti-
fungal capacities of resveratrol and pinosylvin were
substantially different. Pinosylvin effectively inhibited
growth of fungal-induced wood decay in birch and aspen tree
samples. At the same concentrations (50 pg/mL or ~236
uM), resveratrol demonstrated a growth enhancing effect
[59]. The majority of the data available investigating the
stilbene pinosylvin characterizes pinosylvin based on its
potent anti-fungal and anti-bacterial activities in pine tree
species. Only a handful of studies have been conducted
employing pinosylvin as a therapeutic agent and little is
known of its possible anti-cancer, anti-oxidant and
cardioprotective effects.

3.2. Anti-Cancer Activity

Early work has shown pinosylvin to be a potent inhibitor
of human lymphoblastoid cells. A 30 pg/mL (~142 uM)
concentration of pinosylvin significantly inhibited lympho-
blastoid cell growth and was found to be the most potent of
the compounds tested [51].

Investigators tested pinosylvin and other wood-derived
compounds in both in vivo breast cancer models in trout and
in in vitro breast cancer cell lines. It was reported that
pinosylvin had estrogenic effects, lending evidence that, like
piceatannol and resveratrol, pinosylvin is an estrogen
receptor modulator. Pinosylvin showed potent anti-
proliferation activity in both the estrogen dependent breast
cancer cell line MCF-7 and the T-47D cell line, reporting
LEC (lowest effective concentration) of 1 uM (0.2 ug/mL),
which inhibited proliferation by 27%. Pinosylvin was not
found to be estrogenic in the in vivo model, although only
one concentration, 1 UM was tested. The purpose of this set
of experiments was to determine whether estrogenic wood
extracts released from paper mills were adversely effecting
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trout reproduction. Based on these data, it appears that
pinosylvin may possess potent anti-cancer activity in
addition to anti-fungal and anti-bacterial activities [60]. In
the laboratory it has been determined that pinosylvin is most
active in HepG2 liver cancer cells and MDA-MB-231
estrogen negative breast cancer cells with an I1Csy of ~10-12
ng/ml [61].

3.3. Anti-Oxidant and Anti-Inflammatory Activity

A study comparing the anti-oxidant capacities of
resveratrol and pinosylvin was conducted using lipid peroxyl
radicals (LOO"). Interestingly, investigators determined that
pinosylvin is less efficient in scavenging free radicals
compared to resveratrol. Previous data have shown
piceatannol to be a more potent anti-oxidant compared to
resveratrol in its capacity to scavenge free radicals. Based on
this evidence, it appears that the addition of hydroxyl
moieties to the stilbene structure increases anti-oxidant
capacity of stilbenes. These findings are consistent with the
findings that trans-stilbene (with no hydroxyl moieties
attached) is relatively ineffective in scavenging free radicals
[62].

4. RHAPONTIGENIN

Rhapontigenin, (3,3’, 5 —trihydroxy-4’-methoxystilbene)
CisH1604, MW 238 g/mol, is a stilbene found in Korean
rhubarb rhizomes, most abundantly in the Rhei undulatum
species [63]. Rhaponticin, the glycosylated parent compound
of rhapontigenin, has long been employed in Korea, Japan,
and China as an oral hemostatic agent in treating Oketsu, a
disease characterized by poor circulation, pain, and chronic
inflammation [64]. Rhaponticin has also been recommended
by health professionals in Asian countries to treat and
prevent allergies [65]. Rhapontigenin, the dominant
metabolite of rhaponticin, is determined to be the active
molecule [66-68].

4.1. Anti-Allergic Activity

Rhapontigenin was found to inhibit histamine release
from activated mast cells. Of the metabolites from the
rhizome of rheum undulatum tested, rhapontigenin showed
the most potent inhibition of histamine release from mast
cells and inhibition of a passive cutaneous anaphylaxis
reaction (PCA). Moreover, investigators tested disodium
cromoglycate, a commercially available anti-allergy drug,
and found rhapontigenin to elicit a more potent inhibitory
effect in the histamine release and PCA assays [66].

Rhapontigenin and piceatannol were comparatively
studied in a passive cutaneous anaphylaxis reaction (PCA)
and antigen-induced histamine release assays. Results
showed that rhapontigenin effectively inhibited histamine
release by 90% at a concentration of 20 pg/mL (~78 uM).
Piceatannol elicited nearly identical effects, inhibiting 86%
histamine release at a concentration of 20 pg/mL (~83 uM).
Additionally, rhapontigenin and piceatannol inhibited PCA
in rats at concentrations of 20 pg/ml (~78 uM and ~83 uM)
and 100 pg/mL (~388 uM and ~410 uM), respectively. In a
delayed hypersensitivity test using sheep blood cell-induced
delayed-type hypersensitivity (SRBC-DTH) in mice,
rhapontigenin and piceatannol both exhibited inhibitory
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activity in similar concentrations of 100 ug/mL. Based on
results of this set of experiments, investigators concluded
that rhubarb extracts possess anti-allergic activity and this
activity is likely due to stilbene content [63].

Recent research comparing rhaponticin to rhapontigenin
in a passive cutaneous anaphylaxis reaction (PCA) assay
showed rhapontigenin to be a far more potent inhibitor of
anaphylaxis compared to rhaponticin. Mice were adminis-
tered intraperitoneal doses of either stilbenes glycosylated or
aglycone compound. Rhapontigenin inhibited anaphylaxis by
85% at a dose of 50mg/kg. However, when mice were
administered oral doses of either stilbene, rhaponticin was
reported to exhibit a more potent inhibition. This work
supports evidence that rhaponticin is a pro drug of rhapo-
ntigenin and metabolism of rhaponticin into rhapontigenin is
necessary to produce anti-allergic activity [65].

4.2. Anti-Oxidant and Anti-Inflammatory Activity

Rhapontigenin, piceatannol, and resveratrol were
employed to assess their capacities to inhibit nitric oxide
(NO) production in lipopolysaccharide-activated macro-
phages. All three stilbenes effectively inhibited NO
production. Of the stilbenes examined, piceatannol was the
most potent, with an ICsy of 23 uM (5.6 pg/mL), followed
by rhapontigenin (ICs50~48 UM or 12.4 png/mL) and lastly
resveratrol (ICs~68 uM or 15.5 pug/mL). It has been
suggested that the oxygen groups attached to the stilbene
structure are crucial for the observed activity, as evidenced
by the observation that addition of the glucoside moiety
reduced pharmacological activity [65]. Further research
found piceatannol, resveratrol, and rhapontigenin to inhibit
nuclear factor kappa B (NF-xB) activation. Although none of
the stilbenes tested inhibited inducible nitric oxide synthase
(INOS) enzymatic activity, they effectively inhibited iNOS
induction and the activation of the downstream mediator NF-
kB, thus inhibiting the overproduction of NO, which is
implicated in pathological pro-inflammatory processes [67].

4.3. Anti-Cancer Activity

Recent investigations have determined that rhapontigenin
is a potent inhibitor of human cytochrome P450 1Al
enzyme. This enzyme is implicated in the biotransformation
of a number of carcinogenic and immunotoxic compounds.
Seven compounds were tested and rhapontigenin was found
to elicit the most potent competitive inhibitory effect.
Moreover, rhapontigenin was highly selective in inhibiting
CYP 1A1 enzyme activity, reporting an ICs, value of 0.4 uM
(0.1 pg/mL) inhibition of CYP 1A1 compared to an ICs
value of 400 uM (103.2 pg/mL) inhibition of CYP1A2.
Investigators concluded that rhapontigenin is a potent
inhibitor of CYP 1A1 enzyme and warrants further study as
a possible therapeutic and anti-cancer agent [68].

In addition to potently inhibiting P450 1Al, rhapo-
ntigenin is an active inhibitor of CYP 1B1. This enzyme is
expressed and detected in a number of cancers such as
prostate and breast cancers. Rhapontigenin potently inhibits
CYP 1BI activity with an ICsy of 9 uM (2.3 ug/mL). Several
other CYP enzymes were tested (1A2, 2E1, 3A4, 2D6, and
2C8), and the inhibitory activity was limited to 1A1 and 1B1
enzymes [68, 69]. The laboratory has demonstrated that
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rhaponticin has little activity. On the other hand,
rhapontigenin has been shown to have greatest anti-cancer
activity in HepG2 liver cancer cells with an IC50 of 80-120
ug/ml [153].

4.4. Cardioprotective and Platelet Activity

Rhapontigenin has long been employed as an anti-
coagulant drug in Asian countries. Research has shown
rhapontigenin to inhibit platelet aggregation induced by
arachidonic acid and collagen [70]. One study compared
rhaponticin and resveratrol in its capacity to inhibit platelet
aggregation in vitro. Resveratrol was a more potent inhibitor
of both collagen and ADP-induced platelet aggregation
compared to rhaponticin. Resveratrol inhibited collagen-
induced aggregation at an ICso of 11.60£2.1 pug/mL (~5 uM),
and inhibited ADP-induced aggregation at an ICsy of
17.75£3.3 uM (~77.8 pg/mL). Rhaponticin inhibited
collagen-induced aggregation at an ICsy of 52.34+4.1 ug/mL
(~124.6 uM), and inhibited ADP-induced aggregation at an
ICsp of 112.07£16.93 uM (~267.5 ng/mL). Interestingly, the
investigators did not examine rhapontigenin, the active
metabolite of rhaponticin. Based on available data, it can be
suggested that rhapontigenin would elicit a more potent
inhibition of platelet aggregation compared to rhaponticin,
an outcome that would have been likely in an in vivo model.
The authors concluded that the presence of stilbenes in
rhubarb likely accounts for anti-platelet aggregation [71].

5. PTEROSTILBENE

Pterostilbene (trans-3,5-dimethoxy-4’-hydroxystilbene)
Ci6H1603, MW 256.3 g/mol, log P 3.99, is a stilbene found in
deerberry and rabbiteye blueberries, unripe Pinot noir and
Botrytis vinifera infected Chardonnay grapes, and immature
berries of Pinot and Gamay varieties [16,72,73]. Pterostilbene
production was discovered at a high concentration in Xarello
grape variety and at low levels in the leaf extracts of other
grape varieties [74]. Due to variability in concentration, it
has been suggested that pterostilbene synthesis in Vitis
species is specific for each species [74]. It should be noted
that pterostilbene has not yet been identified in any red wines
[75]. Pterostilbene has, however, been identified as the main
phenolic compound in darakchasava, a traditional Ayurvedic
medicinal drink from India used to treat cardiovascular and
other ailments [76]. Additionally, pterostilbene has been
found in Pterocarpus marsupium, a tree whose heartwood is
used in another Ayurvedic remedy as a nutraceutical therapy
for diabetes [77]. Moreover, pterostilbene is known to be
found in the stem bark of Guibourtia tessmanii, a tree found
in central Africa that is commonly used in folk medicine
[78]. Finally, it has been discovered that pterostilbene and a
glycosylated pterostilbene are present in conventionally and
organically grown commercially available blueberry products
[Remsberg et al. unpublished].

5.1. Anti-Oxidant Activity

Pterostilbene has been shown to elicit significant anti-
oxidant activity in vitro that is comparable to the activity of
resveratrol. Research has demonstrated that pterostilbene
inhibits citronellal thermo-oxidation by an EQ value of
355uM (~90.9pug/ml), and that pterostilbene scavenges for
2,2-diphenyl-1-picrylhydrazyl (DPPH) radicals with an ECs,
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value of approximately 30uM (~7.68ug/ml) [77]. Addition-
ally, pterostilbene inhibits 2,2'-azo-bis(2-amidinopropane)
(ABAP) derived peroxyl radicals with a total reactive anti-
oxidant potential of 237 + 58uM (~60.7pg/ml) as compared
to resveratrol at 253 + 53uM (~57.7pg/ml) [80]. Further
investigations have demonstrated that pterostilbene protects
against lipid peroxidation by reducing thiobarbituric acid
reactive substance (TBARS) production by 61% in normal
human fibroblasts [79]. Additional research employing a
plant model quantified electrolyte leakage after inducing
oxidative damage via the herbicide, acifluorfen. It has been
demonstrated that pterostilbene was effective in reducing
oxidative damage in comparable concentrations to resveratrol
in this model [80]. Interestingly, other investigations
measured the rate constants of pterostilbene with peroxyl
radicals and demonstrated that pterostilbene acted only as a
mild anti-oxidant in a homogeneous solution [81]. However,
this same research also showed evidence that cis-hydroxy-
stilbenes have less anti-oxidant activity than the trans isomer
[81].

5.2. Anti-Cancer Activity

Limited research has demonstrated pterostilbene to have
cancer chemopreventive properties in both in vitro and in
vivo experiments. In vitro research using highly malignant
B16 melanoma F10 cells has shown inhibition of growth by
~40% with 60 minute per day exposure to pterostilbene at a
bioavailable concentration of 40uM (10.24pug/ml) [82].
When the B16 cells were exposed to both pterostilbene
(40uM or 10.24pg/ml) and quercetin (20uM or 6.04pg/ml),
cancer growth reduction was raised to ~56% [82].
Pterostilbene and quercetin may interfere with the molecular
signaling during cell division [82].

In an in vitro examination of tumor cell adhesion to the
endothelium using hepatic sinusoidal endothelium (HSE)
cells, pterostilbene demonstrated ~60% inhibition of
adhesion as compared to trans-resveratrol with ~47% [82]. A
pterostilbene and quercetin combined test demonstrated a
~68% adhesion inhibition [82]. Additionally, inhibition of
metastatic growth of the melanoma cells in the liver was
examined via intravenous administration of pterostilbene (20
mg/kg per day) to mice. Administration of pterostilbene
inhibited growth by ~34%, while pterostilbene and quercetin
together inhibited growth by ~73% and increased survival by
two-fold [82].

Pterostilbene was evaluated in vitro to determine its
ability to induce apoptosis in leukemia cells of different
sensitivity and drug resistances and in lymphoma cell lines.
In HL60 promyelocytic leukemia cells, it was found that
trans-pterostilbene (ACsy ~70uM or ~17.9ug/ml) was less
active than resveratrol (ACsp ~50uM or ~11.4pg/ml) at
inducing apoptosis. Similarly, pterostilbene inhibited cell
growth (ICsyp ~35uM or ~8.96ug/ml) less potently than
resveratrol (ICso ~5uM or ~1.14pug/ml) [6]. However, the
cis-pterostilbene was a potent apoptosis-inducing agent with
an ACs equal to SuM (~1.28ug/ml) compared to resveratrol
[6]. In a subsequent study, pterostilbene was found to be an
active apoptotic agent on leukemia cells that express the anti-
apoptotic oncogene Bcer-Abl and on cells that express the
multidrug resistant (MDR) phenotype [83]. Pterostilbene
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also demonstrated activity in lymphoma cell lines with a
mutation of the Fas gene (HUT78B1 and HUT78B3) that
were surprisingly resistant to apoptosis by trans-resveratrol
and piceatannol [83]. Moreover, pterostilbene was found to
be nontoxic to normal hemopoietic stem cells when
concentrations that elicited apoptosis in leukemia cell lines
were employed [83]. A pan-caspase-inhibitor Z-VAD-fmk
did not inhibit apoptosis induced by pterostilbene; and
therefore, it has been suggested that apoptosis is activated by
pterostilbene through a caspase-independent mechanism
[83].

Preliminary research has also been undertaken on
pterostilbene’s ability to inhibit cyclooxygenase (COX)
enzymes. In comparison to resveratrol, pterostilbene demons-
trated only moderate inhibition of COX-1 with an ICs, equal
to ~19.8uM (~5.07pg/ml) and slight inhibition of COX-2,
with an ICsy approximately ~83.9uM (~21.5pg/ml) [80].
Interestingly, resveratrol showed both COX-1 and -2
inhibition with an ICsy equal to ~1.1uM (~0.251pg/ml) and
~1.3 uM (~0.2961g/ml), respectively [80].

5.3. Anti-Diabetic Activity

Pterostilbene and Pterocarpus marsupium extracts that
have been show to contain pterostilbene have reported anti-
diabetic properties. Research demonstrated that pterostilbene
can lower the blood glucose levels in streptozotocin-induced
hyperglycemic rats by 42% [77]. Pterocarpus marsupium,
which contains pterostilbene in its heartwood, has also been
shown to have anti-hyperglycemic properties [84]. A study
on the prevention of hyperglycemia and insulin resistance
employed rats that were given a high-fructose diet
supplemented with P. marsupium extracts [84]. This
treatment for 30 days significantly lowered serum glucose
levels in the rats [84]. A P. marsupium extract also showed
significant protection against hypertriglyceridemia and
hyperinsulinemia [84].

5.4. Anti-Fungal Activity

Pterostilbene is highly fungitoxic. It inhibits germination
of conidia of Botrytis cinerea in vitro at concentrations
between 10 and 50mM (2.56mg/mL and 12.8mg/mL) [85].
Investigation into its effects on the conidia showed that
pterostilbene rapidly destroys ribosomes, the endoplasmic
reticulum, and the membranes of the nucleus and mito-
chondria, and disorganizes the plasma membrane [85].
Pterostilbene has demonstrated enzyme-mediated degradation
that is initiated by laccase produced by B. cinerea [86]. The
metabolite produced by this enzymatic reaction has a
dehydrodimeric structure which is insoluble in water [86].
Research suggests that the fungus creates an insoluble dimer
with a higher molecular weight in an attempt to escape the
action of phytoalexins like pterostilbene [86].

6. STILBENES CONCENTRATIONS IN FOODSTUFFS
6.1. Sources

Stilbenes are naturally occurring phytochemicals that can
be found on a broad spectrum of foods and food products
(Table 6). Resveratrol is the most widely studied stilbene,
and it has been identified in grapes [10, 87-92], and wine
[11, 87-89, 93-94]. It has been also detected on different
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Table 6.  Stilbene Sources from Foodstuff
Stilbene Foodstuff Reference
G Jeandet et al. 1995a, Wang et al. 2002, Vian et al. 2005, Liew et al. 2005, Gonzalez-Barrio et al. 2005,
rape
P Yilmaz et al. 2004, Roldan et al. 2003
Wi Cantos ef al. 2003, Wang ef al. 2002, Vian ef al. 2005, Liew et al. 2005, Shu et al., 2005, Gambuti et al.,
ine
2004
Beer Hop Tedesco et al. 2005, Jerkovic et al. 2005, Callemien et al. 2005
Bilberry Ehala et al. 2005, Lyons ef al. 2003, Rimando ez al. 2004
High-bush, Low-
bush, Rabbit eye, Lyons et al. 2003., Rimando et al. 2004
Elliot’s Blueberry
Cowberry Ehala et al. 2005
Cranberry Ehala et al. 2005, Wang et al. 2002, Rimando et al. 2004
Resveratrol Deerberry Rimando et al. 2004
Ligonberry Rimando et al. 2004
Sparkleberry Rimando et al. 2004
Partridgeberry Rimando et al. 2004
Strawberry Ehala et al. 2005
Red Currant Ehala et al. 2005
Rhubarb Kageura et al. 2001
Pistachio Tokusoglu et al. 2005
P " Liu et al. 2003, Tokusoglu et al. 2005, Wang et al. 2005, Frank et al. 2003, Chen et al. 2002, Chung et
eanu
al. 2000, Sanders et al. 2000, Sobolev et al. 1999, Schoppner et al. 1984
Peanut Butter Sobolev et al. 1999, Ibern-Gomez et al. 2000
Grape Cantos et al. 2003
Wine Cantos et al. 2003
Sugar Cane Brinker et al. 199.
Piceatannol
Rhubarb Kageura ef al. 2001
Deerberry Rimando et al. 2004
High Bush Blueberry Rimando et al. 2004
. . . Skinnider et al. 1986, Kodan et al. 2002, Chiron et al. 2000, Wollenweber et al. 2003, Lee et al. 2005,
Pinosylvin Pine nuts
Schanz et al. 1992
Rhapontigenin Rhubarb Matsuda et al. 2001, Matsuda et al. 2000, Ko et al. 1999, Suresh et al. 2004
Grape Adrian et al. 2000, Pezet et al. 1998, Douillet-Breuil ef al. 1999
Rabbit Eye Blueberry Rimando et al. 2004
Deerberry Rimando et al. 2004
Pterostilbene
Organic and
Conventional .
. Remsberg et al. unpublished
Commercial
Blueberries
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Stilbene Foodstuff Reference
Grape Waffo-Teguo ef al. 2001, Landrault ez al. 2002

Astringin
Wine Carando ef al. 1999, Ribeiro de Lima et al. 1999, Vitrac et al. 2005
Grape Bavaresco et al. 2003

Piceid Wine Vian ef al. 2005, Ribeiro de Lima et al. 1999, Vitrac et al. 2005, Moreno-Labanda et al. 2004
Beer Hop Jerkovic et al. 2005, Callemien ef al. 2005

Grape Huang et al. 2005, Zhang et al. 2004, Pezet et al. 2003

Viniferin
Wine Vitrac et al. 2005

berries: bilberry [16, 98, 99], high-bush, low-bush, rabbit
eye, and Elliot’s blueberry [16, 99], cowberry [98], cranberry
[16, 87, 98], deerberry [16], ligonberry [16], sparkleberry
[16], partridgeberry [16], strawberry [98], and red currant
[98]. Furthermore, it can be found in rhubarb [67], pistachios
[100], peanuts [12, 100-107], peanut butter [106, 108], and
more recently, it has been found to be present in significant
amounts in beer hops [95-97].

Piceatannol has been suggested to be involved in the
French paradox because it is also present in grapes and wine
[18], but it has been reported to be found also on sugar cane
[17], rhubarb [67], and some varieties of berries: deerberry
[16], and high-bush blueberry [16]. Pinosylvin has been
found in pine nuts [52-55, 109, 110], while rhapontigenin
has been reported to be present in rhubarb species [63, 64,
111, 112]. Pterostilbene has been detected in different
varieties of berries: rabbit eye blueberry [16], deerberry [16],
and organic and conventional commercial blueberries
[Remsberg et al., unpublished]. Even though it is present in
grapes [72-74], it has not yet been identified in any red wines
[75].

There are some other stilbenes present in grapes and
wines that have been implicated in the French paradox and
that are under current pharmaceutical investigation. Some of
these stilbenes include, astringin, that can be found in grapes
[7, 113], and wines [114, 115, 138], piceid found also in
grapes [116], wine [88, 115, 117, 138], and recently detected
in beer hops [96, 97], and viniferin also detected in grapes
[118-120] and wine [115].

The broad spectrum of foods in which these stilbenes
have been identified to be present also leads to the possibility
of detection in many other foods in future studies. There is a
current need for more sensitive and specific methods for
detection of stilbenes in more foods and food products to
better quantify the intake in our diet and to better predict
their pharmacological and physiological effects in our
bodies.

6.2. Factors Affecting Stilbene Concentrations

Stilbenes concentrations are influenced by a variety of
different factors that can be subdivided into two subclasses:
pre-harvest and post-harvest. During pre-harvest, the
important factors are: plant genetics, farming practices
(organic versus conventional), weather, light exposure, pests

and pest management, fertility of the soil, harvest time, and
ripeness of the plant. During post-harvest, time since the
food leaves the farm and makes its way to the consumer, the
important factors are: storage, and processing (cooking or
industrial processing) [121].

6.2.1. Pre-Harvest

It has been suggested that plants contain five classes of
phytochemicals that affect human health: minerals, vitamins,
proteins, carbohydrates, and secondary plant metabolites
[121, 122]. Organic farming has been suggested to improve
the overall health benefits of foods because of the possibility
of an increase in secondary metabolites, vitamins, and
minerals compared to conventionally farmed plants. The
importance of organic versus commercial farming practices
has been observed in marionberries [124], corn [124],
peaches [125], pears [125], grapes and wines [126]. These
studies reported higher levels of phytochemicals in the
organic produce compared to the conventional produce.
Conversely, there are some reports where the levels of
polyphenolics detected have been inconsistent [122, 127].
This variability is expected because the quality of the
produce from farming is directly related to the weather, soil
and water quality. There is only one report where a stilbene
(resveratrol) was measured in conventional and organic
wines [126]. The investigators found that organic wines have
on average and 32% higher concentration levels of
resveratrol than conventional wines [126].

Organic farming is usually performed in fields that
contain lower levels of available nitrogen compared to
conventional farming, which leads to lower levels of nitrate
and protein levels in organic foods (with the exception of
grains) [128]. There is a report where three different soil
treatments (tilled soil conventional method, trifolium cover
crop sowed soil, and soil covered with natural, mixed
meadow) are used for organic crops and their polyphenols
content is compared to the levels of conventional crops
grown using the tilled soil conventional method for
conventional crops [123]. These investigators found that the
trifolium cover crop organic crops contained higher levels of
polyphenols compared to conventional crops [123]. The
specific farming practice may also lead to differences in
polyphenol content; this is reflected in a study reporting that
the raised bed system leads to higher concentrations of
ascorbic acid and polyphenols in some plants [128].
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Furthermore, it has been observed that organic crops contain
higher secondary metabolite concentrations than conventional
crops, because they require an intrinsic method to be able to
cope as well or better than conventional crops against natural
pests [129].

Some studies have reported an increase on polyphenol
content after genetic modification [130, 131]. For instance,
the amounts of quercetin, kaempferol, and naringenin
(flavonoids with similar chemical structure to stilbenes) are
higher in genetically modified tomatoes compared to the
parent genotype [131]. Also it has been reported that
genetically modified tomatoes presented new polyphenols
that were not identified previously [130]. Thus, if the genetic
engineered (GE) cultivar would be available on the market, it
would need an extensive safety testing before it can be
approved for marketing [121].

It is generally considered that the polyphenols content
increases with maturity. A study showed that the total levels
of phenolics increase during maturity on grapes during
ripening [132], however, another study showed the opposite
pattern in grapes [133]. These discrepancies can be explained
to the differences in the variety of the grape studied as well
as farming methods. For instance, blackberries and
strawberries have been shown to have higher anti-oxidant
and phenolic content during the green stage, whereas red
raspberries have higher levels during the red stage [134]. In
addition, a recent study has shown that the amounts on
naringenin (a flavonoid with similar structure to stilbenes)
increase with maturity having the highest levels at the
breaker stage, declining in red-ripe fruit [131]. Further
studies examining pre-harvest factors on stilbenes concen-
trations in fruits and other foodstuffs are warranted.

6.2.2. Post-Harvest

The processing of foods has long been thought to actually
reduce the nutritional value of foods [135]. However, it has
been demonstrated in tomatoes that thermal processing
during the manufacture of ketchup leads to an increase on
lycopene and total anti-oxidant capacity but to a decrease in
vitamin C. It has also been shown that commercial squeezing
of oranges reduces the phenolics content by 22% compared
to hand squeezing [136]. Freezing and pasteurization may
also reduce the level of phenolic compounds, whereas
vitamin C is increased during orange juice processing [136].
It has also been shown that thermal processing increases the
total anti-oxidant capacity despite lowering the vitamin C
content in tomatoes and sweet corn [137].

Therefore, it can be observed that different plant growing
conditions and processing techniques may lead to differences
in phytochemical content. More research needs to be
conducted in order to understand the different variables
during pre- and post-harvest, and to be able to identify the
different phytochemicals present among different foods and
between different species and cultivars. Currently, there is
only one report that compares the amount of any stilbenes; in
this case, resveratrol in organic and conventional wines
[124]. Given its pharmacological importance and with this
paucity of data on stilbenes in the literature, there is a
definite need to examine and compare the concentration of
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stilbenes in organic and conventional produce and processed
products.

7. PHARMACOKINETICS OF RESVERATROL

Based on structural similarities, it may be inferred that
pinosylvin, piceatannol, rhapontigenin, and pterostilbene
could display similarities in pharmacokinetic disposition to
that of resveratrol. Several studies have determined the
pharmacokinetic parameters of resveratrol in vitro using
microsomes, and in vivo employing animal and human
models.

7.1. Resveratrol Concentration in Wine

It has been estimated that the concentration of resveratrol
in wine ranges from as little as 0.2mg/L to up to 10.6mg/L,
depending largely on grape type and environment [138]. One
study measuring the resveratrol content across 120 different
types of wine from Portugal and France found the highest
resveratrol content in French red wines at an average
concentration of 5.6 mg/L. Interestingly, the investigators
reported the average concentrations of piceatannol (13.1
mg/L) to be nearly 3 times higher compared to average
resveratrol concentrations (5.6mg/L) in French red wines
[139]. Another study found Chilean and Canadian red wines
to have an average resveratrol concentration of 2.5mg/L
compared to an average resveratrol concentration of
1.25mg/L in red wines produced in the United States [140].
Two studies found the average concentration of resveratrol
to be ~7.15mg/L in a wide range of Pinot Noir types tested
[141] and 7.74mg/L in a wide variety of Merlots examined
[142]. It is evident based on these data and investigation that
environment is critical in determining resveratrol and
piceatannol concentration in wine and that validated assays
for these compounds are imperative. Resveratrol has also
been produced in the form of dietary supplements ranging in
concentration of 10-20mg [143]. One important question to
consider when determining concentrations of resveratrol in
wines or supplements is whether the concentrations of
resveratrol following oral administration and absorption are
sufficient to produce the pharmacological effects associated
with resveratrol exposure in vitro. One study addressed this
inquiry by quantifying resveratrol concentrations in rat
tissues following red wine administration. The researchers
administered a 4mL dose of red wine with a known content
of resveratrol (6.5mg/L) to a group of 42 rats via intragastric
intubation. The dose administered corresponded to a
concentration of approximately 86 ug/kg, representing an
average amount of resveratrol that a human subject would
ingest from one glass of red wine. At various time points
following administration, groups of six rats were sacrificed
and blood, heart, liver and kidney samples were taken.
Resveratrol concentrations were determined. The maximum
resveratrol concentration in the blood was 20.2ng/mL and
was reached 1 hour after administration. The extracted livers
demonstrated an average concentration of 20.7ng/g, the
hearts contained 2.2ng/g, and the kidneys showed an average
20 ng/g resveratrol concentration. A second group of rats
were administered a 43 pg/kg dose of wine (2mL red wine)
daily over the course of 15 days. This experimental design
was implemented to examine resveratrol concentrations
achieved over time, resembling a situation in which a human



94  Current Clinical Pharmacology, 2006, Vol. 1, No. 1

subject might ingest a glass of wine daily. Results
demonstrated the resveratrol concentration in the liver to be
53.5ng/g, the heart to be 3.1ng/g, and the kidney to be
44.1ng/g. Comparing these results with previous research
delineating the in vitro concentrations yielding pharmaco-
logical activity, the researchers concluded that over time, it is
possible to achieve concentrations of resveratrol in the
blood, heart, liver and kidneys via daily moderate consump-
tion of red wine that is sufficient to elicit pharmacological
activity shown in in vitro studies [144].

Toxicity studies have been conducted to determine
whether high doses of resveratrol can be tolerated in the rat
model. In one study, researchers administered a 20mg/kg
dose to male rats daily for 28 days. Food utility indexes
measuring feeding efficiency, hematological variables such
as red blood cells, white blood cells, and platelet counts,
glucose, cholesterol, triglycerides, high density lipoproteins
(HDL)/ low density lipoproteins (LDL), liver enzymes, and
clinical biochemical variables were monitored and compared
to control rats. Across all but one variable, resveratrol treated
rats were identical to control rats. The only quantifiable
variable that differed significantly was aspartate aminotrans-
ferase levels, which were 30% higher in resveratrol treated
rats compared to controls. Alanine aminotransferase levels in
both groups were identical. The researchers also extracted
the vital organs of the resveratrol-treated rats and found no
evident pathology. It appears that the administration of a
high dose of resveratrol yielded no determinable toxico-
logical effects and that resveratrol appears to have a large
safety margin [143].

7.2. Resveratrol Pharmacokinetic Parameters

Several studies employing both human and rat liver
microsomes as well as in intact animal models have revealed
thatresveratrol is metabolized extensively via glucuronidation
[145-147]. Sulfation of resveratrol, yielding a sulfated
metabolite, is also apparent, although it appears that
glucuronidation is the predominant metabolic pathway. One
study incubating rat liver microsomes with resveratrol in a
uridine 5'-diphosphate-glucuronic acid (UDPGA) system
determined that resveratrol was extensively metabolized as
evidenced by high performance liquid chromatography
(HPLC) analysis. This metabolite was later confirmed via
mass spectrometry to be a glucuronide [144]. Human
subjects have been utilized experimentally to elucidate the
metabolic pathway of resveratrol in man. Subjects received a
dose of either 0.03mg/kg or 1mg/kg via oral administration.
Urine samples were taken at various time points over the
course of 24 hours. Researchers plotted cumulative
resveratrol excretion of both dose groups and determined
that all resveratrol was excreted 2-3 hours following
administration in the 0.03mg/kg group and all resveratrol to
be excreted 7-10 hours following administration in the
Img/kg dose group. Resveratrol was shown to exist
predominately in its glucuronidated form. Plasma samples
taken from rats administered resveratrol showed that at all
time points analyzed, 90% of the total resveratrol detected in
the plasma existed as a glucuronidated metabolite [145].

Absorption of a compound is of utmost importance in
determining whether a xenobiotic can become a feasible
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pharmacotherapy for disease treatment. Upon ingestion or
injection of a stilbene, the compound must first be
adequately absorbed before it can elicit its desired
pharmacological action upon its target. Resveratrol has been
studied in a number of absorption assays to determine
whether resveratrol is readily absorbed in animal and human
models. One study employing the perfused rat intestine
model reported that resveratrol is well absorbed and
extensively metabolized via glucuronidation [147]. Another
study using human colonic adenocarcinoma cells (Caco-2)
found resveratrol to be easily absorbed across the colon cell
monolayer. The Caco-2 model is widely employed in
absorption and metabolism experiments in the pharma-
ceutical industry. This model addresses whether a compound
can be transported across the apical side of the colon cell to
the basolateral side. Samples can be taken from the
basolateral side and assessed to determine the quantity of the
compound that is successfully transported. Basolateral
samples can also be used to identify and quantify the
possible metabolites of the compound. Resveratrol is readily
transported across a colon cell monolayer and is extensively
metabolized via sulfation and glucuronidation [146]. Recent
research employing *H-labeled resveratrol determined the
liver to be the main organ involved in the biotransformation
of resveratrol [148]. These studies support earlier work
finding resveratrol to accumulate in the liver upon oral
administration to mouse and rat models [144].

To determine the pharmacokinetic parameters of
resveratrol, Bertelli ez al. administered 4 mL of red wine
containing a 28.24 ug/mL concentration of resveratrol to 36
rats via intragastric intubation. Groups of 6 rats were
sacrificed at 30 minutes, 1, 2, 4, 6 and 12 hours post dose.
Serum, heart tissue, liver tissue and the kidneys were
removed and assessed for resveratrol content. Investigators
reported that resveratrol is absorbed quickly and eliminated
quickly with a plasma elimination half-life of 30 minutes.
Moreover, concentrations of resveratrol were found to be
higher in the liver and the kidneys compared to the plasma
lending evidence that resveratrol distributes to secondary
tissue compartments. The pharmacokinetic data was
modeled to an open-two compartment model to determine
the concentrations of resveratrol in plasma and tissue,
namely heart, kidney and liver, over time. Results suggested
that resveratrol enters the bloodstream after intestinal
absorption and distributes predominately to liver and kidney
tissues to a smaller degree, cardiac tissue. Investigators
reported the area under the plasma concentration curve
(AUC) values, a measure of total drug exposure over time,
for plasma, heart, kidney and liver tissues. The AUC value
for plasma was 26.31ng.h/mL compared to 6.50ng.h/ml for
cardiac tissue (24% AUC plasma), 77.75ng.h/mL for kidney
tissue (295% AUC plasma), and 57.35ng.h/mL for liver
tissue (218% AUC plasma). Based on the interpretation of
these data, investigators concluded that resveratrol is readily
absorbed, distributed widely in heart, liver and kidney
tissues, and is eliminated predominately via renal and biliary
excretion [149].

Research characterizing the metabolism and pharmaco-
kinetic parameters of resveratrol has shown that it is
effectively absorbed, distributed, and metabolized upon
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ingestion. Resveratrol is quickly biotransformed by the liver
into a glucuronidated metabolite following intestinal absorp-
tion and is rapidly eliminated from the plasma and excreted
in the urine and bile. It is also evident that humans can ingest
and absorb pharmacologically active concentrations that
have been shown to yield cardioprotective and chemopro-
tective activities. Based on these data, it is apparent that the
development of reliable assays and validated methodology,
the elucidation of the metabolic pathways and the character-
ization of the pharmacokinetic parameters of the structurally
similar stilbene compounds piceatannol, pinosylvin, rhapo-
ntigenin, pterostilbene, etc. are warranted.

8. PHARMACOMETRICS OF STILBENES: ANTI-
CANCERACTIVITIES,ASSAY DEVELOPMENT, AND
PHARMACOKINETICS OF PICEATANNOL, PINO-
SYLVIN, RHAPONTIGENIN, AND PTEROSTILBENE

8.1. Cell Culture Procedure

The HCT-116 (colon adenocarcinoma) HL60 (leukemia)
cell lines were obtained from the American Type Culture
Association (ATCC, Rockville, MD). The HL60 cells were
maintained in RPMI 1640 medium and the HCT-116 cells
were maintained in Mccoy’s SA medium. The cell lines were
supplemented with 10% heat-inactivated fetal bovine serum
(FBS) and penicillin-streptomycin (10mg/1L) and were
incubated at 37°C in a 5% CO, atmosphere.

The optimal cell seeding numbers for each cell line were
determined by preliminary cell seeding number experiments.
Cells were seeded in numbers 1 x 10*, 2 x 10%, 3 x 10* and so
on until the final cell seeding number 10 x 10* per well in a
96 well plate (Costar 3595). Cell plates were incubated at
37°C in a 5% CO, atmosphere for 72 hours. Following
incubation, medium was aspirated and alamar blue (resazurin)
fluorescent dye solution was diluted in fresh medium to
make a 10% resazurin solution. The 10% solution was added
directly to cells. The cell plates were incubated at 37°C in a
5% CO, atmosphere for 3 hours. The cell plates were
subsequently removed from the incubator and placed at room
temperature in a darkened drawer to protect from light for 30
minutes. Next, the cell plates were placed into the
Cytoflour®4000 fluorescence multi-well plate reader
(Applied Biosystems, USA). Fluorescence was read at an
excitation of 485nm and an emission of 530nm. Standard
curves of cell seeding number against fluorescence were
generated. HL60 cells were seeded at a density of 5 x 10*
cells/well. HCT-116 cells were seeded at a density of 3 x 10*
cells/well.

8.2. Alamar Blue Assay

Alamar Blue (resazurin) fluorescent dye is an easy and
accurate assay that has recently gained popularity in
determining the cytotoxicity of many cell lines [150]. The
resazurin non-fluorescent compound is metabolized into the
fluorescent compound resorufin by intact and viable cells.
This emission of fluorescence can be quantified using a cell
plate reader and the number of viable cells following
treatment can be determined. Cells were counted and seeded
on 96 well plates. The seeded cells were incubated at 37°C in
a 5% CO, atmosphere for 24 hours. Piceatannol, pinosylvin,
resveratrol, rhaponticin, rhapontigenin, and pterostilbene
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were dissolved in methanol the day of the experiment and
were diluted in medium to yield concentrations of 0.1, 1, 10,
50, and 100 pg/mL. Following aspiration of the medium,
cells were treated with the stilbene solutions. Additional
cells were treated with either methanol diluted in medium or
medium only. Treated and control cells were incubated at
37°C in a 5% CO, atmosphere for 72 hours. After cell plates
were removed from the incubator, medium was aspirated and
replaced with 10% alamar blue (resazurin) fluorescent dye
diluted in fresh medium. Cell plates were incubated at 37°C
in a 5% CO, atmosphere for an additional 3 hours. Following
incubation, cell plates were placed in a darkened environment
for 30 minutes at room temperature. Next, the cell plates
were placed into the Cytoflour®4000 fluorescence multi-
well plate reader (Applied Biosystems, USA). Fluorescence
was read at an excitation of 485nm and an emission of
530nm. The viable cell number (as a percent of control) in
each cell line exposed to varying concentrations of stilbene
was measured.

8.3. Results

Analysis of HL60 cell viability as a percent of the control
following exposure showed greater activity in cells treated
with piceatannol (ICs~3 pg/mL or 12.3 uM), then
resveratrol (ICso~10 pg/mL or 43.9 uM), next pinosylvin
(ICs6~38 pg/mL or 179.2 uM), and finally rhapontigenin
(IC5¢>100 pg/mL or >387.6 uM) (Fig. 3). These data show
piceatannol, pinosylvin, and rhapontigenin to possess anti-
cancer activity, comparable to that of resveratrol.
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Fig. (3). Piceatannol, Pinosylvin, Resveratrol, and Rhapontigenin in
HL60 leukemia cells.

Analysis of HCT-116 cell viability as a percent of the
control following exposure showed greater activity in cells
treated with pterostilbene ~7.4 ug/mL (~28.9 uM) compared
to resveratrol (~21.1 pg/mL, ~92.5 uM) (Fig. 4) [Remsberg
et al. unpublished].

8.4. Methods of Analysis

Novel and simple high-performance liquid chromato-
graphic methods have been developed for the determination
of piceatannol, pinosylvin, rhapontigenin, and pterostilbene.
Preliminary analysis showed piceatannol to elute at 19-20
minutes and the internal standard eluted at 28 minutes. An
internal standard, 4-methylumbelliferone was chosen and
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Fig. (4). Pterostilbene and Resveratrol in HCT-116 colon
adenocarcinoma cells.

separation was achieved on a phenomenex C18 column (250
X 4.6 mm, ID, 5 p) with fluorescence excitation at 320 nm
and emission at 420 nm. The mobile phase used was
methanol and 0.04% H;PO, in HPLC water (34:66 v/v) and
the flow rate was ImL/min. An endogenous peak that was
present in blank serum eluted at 12 minutes. The developed
assay was validated in blank rat serum (Fig. 5) [151].
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Fig. (5). HPLC chromatogram of piceatannol (P), internal standard
(IS), and an endogenous peak present in blank serum (E).

A novel and simple high-performance liquid chromato-
graphic method was also developed for determination of
pinosylvin in rat serum. The internal standard used was 7-
ethoxycoumarin. Separation was achieved on an amylose tris
3, 5 dimethylphenylcarbamate column (150 x 4.6mm, ID,
Su) with UV detection at 308nm. The mobile phase used was
acetonitrile and 0.1% H;PO, in HPLC water (42:58 v/v)
(Fig. 6), and the developed assay was validated in blank rat
serum [152].

A novel and simple high-performance liquid chromato-
graphic method for the determination of rhapontigenin has
also been recently validated. Separation was achieved on an
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Fig. (6). Rat serum containing pinosylvin with a concentration of
10 ug/mL and 7-ethoxycoumarin (internal standard).

amylose tris 3, 5 dimethylphenylcarbamate column (150 x
4.6mm, ID, 5u) with UV detection at 324nm. The internal
standard used was daidzein and the mobile phase consisted
of acetonitrile and 0.1% phosphoric acid (30:70, v/v) (Fig. 7)
[153].

There are a limited number of analytical approaches for
the detection of pterostilbene in the literature [73, 74, 76, 78,
84]. Pterostilbene has been suggested to be assayed via high
performance liquid chromatography using gradient elution,
gas chromatography after methylation, and mass spectro-
metry; however, there remains no validated method of
analysis in biological matrices. In the laboratory, a novel
reverse phase HPLC method has recently been developed for
the detection and quantification of pterostilbene using
isocratic elution. A Phenomenex C18 column (250 x 4.60
mm) was employed with fluorescence excitation at 330 nm
and emission at 374 nm (Fig. 8). The mobile phase consisted
of acetonitrile and HPLC water (50:50 v/v) with a flow rate
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Fig. (7). Rat serum containing rhapontigenin with a concentration
of 10 ug/mL and daidzein (internal standard).
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Fig. (8). Pterostilbene (100 pg/mL) and internal standard
(pinosylvin) in methanol.

of 1.0 mL/min. Pinosylvin was used as an internal standard.
A second but less sensitive HPLC method used a
ChiralpakAd column with ultraviolet detection at 370 nm
with a mobile phase of acetonitrile and 0.01% H;PO, in
HPLC water (42:58 v/v) was used with a flow rate of 0.4
mL/min [Remsberg ef al. unpublished].

8.5. Preliminary Pharmacokinetics
8.5.1. Procedure

Male Sprague Dawley rats (n=4, average weight~325 g)
were anesthetized using halothane and a silastic catheter was
cannulated into the right jugular vein. The animals were
placed in metabolic cages, allowed to recover overnight
and fasted for 12 h before dosing. On the day of experiment,
the animals were dosed intravenously with pinosylvin,
piceatannol, rhapontogenin, or pterostilbene (10mg/kg).
Serial blood samples (0.25 mL) were collected at 0, 1 min,
10 min, 0.25, 0.5, 1, 2, 4, 6, 12 and 24 h. After each sample
collection, the cannulas were flushed with 0.25 mL of saline.
Following centrifugation of the blood samples, serum was
collected and stored at —70 °C until analyzed. The experi-
mental animal protocols were approved by the Institutional
Animal Care and Use Committee of Washington State
University.

8.5.2. Results

The developed HPLC methods have been applied to the
determination of pinosylvin, piceatannol, and rhapontigenin
in pharmacokinetic studies in rats. There are no previously
published studies or information of the pharmacokinetics of
these four stilbenes in any species. The pharmacokinetics of
pinosylvin, piceatannol, rhapontigenin, and pterostilbene
appear to be qualitatively very similar to previous reports of
resveratrol in the rat (Fig. 9) [151, 152]. Pharmacokinetic
analysis suggests significant biliary excretion and variable
urinary excretion for each stilbene.

The laboratory has recently described a method of
preparative enzymatic synthesis of the aglycone rhapontigenin
from its glycosylated parent compound, rhaponticin (Fig.
10). Many stilbenes are not commercially available and this
method may have utility for the preparation, purification, and
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Fig. (9). Pharmacokinetic time course of rhapontigenin,
pinosylvin, piceatannol, and pterostilbene in rat serum.

separation of other aglycone stilbenes and flavonoids from
their glycosylated parent compounds.

Add glycosylate stilbene Add p-glucosidase

150U/mg
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Tetra ammonium acetate 37°C in shaking
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Fig. (10). Schematic of the developed method of preparative
enzymatic synthesis of and aglycone stilbenes from the parent
glycosylated stilbene.

CONCLUSION

Piceatannol, pinosylvin, rhapontigenin, and pterostilbene
are stilbenes that are structurally similar and possess varying
degrees of potency across many in vitro and in vivo assays. It
is evident that hydroxyl and methoxy moieties and other
substitutions attached to the general stilbene structure
produce these varying degrees of pharmacological activity.
Moreover, minute differences in structure have the capacity
to significantly alter the pharmacokinetic disposition of these
xenobiotics. These compounds are attractive candidates in
therapeutic development due to apparent low toxicity and
their anti-cancer, anti-hyperlipidemic, and anti-inflammatory
activities. Preliminary data conducted in the lab has shown
these stilbenes to possess anti-cancer activity in the HL60
leukemia cell line and the HCT-116 cell line. In addition,
simple, sensitive, reproducible, and validated isocratic HPLC
assays have been developed and validated for each of these
stilbenes and have been used in the characterization of
preliminary pharmacokinetic data. The relevance of pharma-
cokinetic data requires further elucidation, but experimental
evidence suggests that these compounds may be attractive
candidates for gastrointestinal (colorectal cancer, colitis,
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gastrointestinal ulceration), and hepatic disorders (cirrhosis,
hepatitis, hyperlipidemia). Further studies are ongoing in the
laboratory to identify possible metabolic products of
piceatannol, pinosylvin, rhapontigenin, and pterostilbene and
to characterize their pharmacokinetic disposition and their
dispositionin a variety of organic and conventional foodstuffs,
as well as their pharmacological activities in animal models
seguing their development to the clinic.

ACKNOWLEDGEMENTS

The authors would like to thank the William J.
Motsenbocker Memorial Scholarship and the Sue Harriet
Monroe Mullen Fellowship awarded to KAR, the Summer
Undergraduate Research Fellowship (SURF) awarded to
CMR, and an unrestricted grant from The Organic Center to
NMD.

REFERENCES

[1] Bazzano LA, He J, Ogden LG, ef al. Fruit and vegetable intake and
risk of cardiovascular disease in US adults: the first national health
and nutrition examination survey epidemiologic follow- up study.
Am J Clin Nutr 2002; 76: 93-9.

2] Genkinger JM, Platz EA, Hoffman SC, Comstock GW, Helzlsouer
KJ. Fruit, vegetable, and anti-oxidant intake and all-cause, cancer,
and cardiovascular disease mortality in a community-dwelling
population in Washington County, Maryland. Am J Epidemiol
2004; 160:1223-33.

[3] De Stefani E, Correa P, Boffetta P, Deneo-Pellegrini H, Ronco AL,
Mendilaharsu M. Dietary patterns and risk of gastric cancer: a
case-control study in Uruguay. Gastric Cancer 2004; 7: 211-20.

[4] Nkondjock A, Krewski D, Johnson KC, Ghadirian P. Dietary
patterns and risk of pancreatic cancer. Int J Cancer 2005; 114: 817-

23.

[5] Donaldson MS. Nutrition and cancer: A review of the evidence for
an anti-cancer diet. Nutr J 2004; 3: 19.

[6] Roberti M, Pizzirani D, Simoni D, et al. Synthesis and biological

evaluation of resveratrol and analogs as apoptosis-inducing agents.
J Med Chem 2003, 46: 3546-54.

[7] Waffo-Teguo P, Hawthorne ME, Cuendet M, er al. Potential
cancer-chemopreventive activities of wine stilbenoids and flavans
extracted from grape (Vitis vinifera) cell cultures. NutrCancer
2001; 40: 173.

[8] Cos P, De Bruyne T, Apers S, Vanden Berghe D, Pieters L,
Vlietinck AJ. Phytoestrogens: recent developments. Planta Med
2003; 69: 589-99.

[9] Bavaresco L, Fregoni C, Cantu E, Trevisan M. Stilbene
Compounds: From the Grapevine to Wine. Drugs Exp Clin Res
1999, 25: 57-63.

[10] Jeandet P, Bessis R, Sbaghi M, Meunier P, Trollat P. Production of
phytoalexin resveratrol by grapes in response to botryis attack
under natural conditions. J Phytopathol 1995; 143: 135-9.

[11] Cantos E, Espin JC, Fernandez MJ, Oliva J, Tomas-Barberan FA.
Postharvest UV-C-irradiated grapes as a potential source for
producing stilbene-enriched red wines. J Agric Food Chem 2003;
51:1208-14.

[12] Liu CD, Wen YY, Chiou JM, Wang KH, Chiou RY. Comparative
characterization of peanuts grown by aquatic floating cultivation
and field cultivation for seed and resveratrol production. J Agric
Food Chem 2003; 51: 1582-5.

[13] Aggarwal BB, Bhardwaj A, Aggarwal RS, Seeram NP, Shishodia
S, Takada Y. Role of resveratrol in prevention and therapy of
cancer: preclinical and clinical studies. Anti-Cancer Res 2004; 24:
2783-40.

[14] Stojanovic S, Sprinz H, Brede O. Efficiency and mechanism of the
anti-oxidant action of trans-resveratrol and its analogues in the
radical liposome oxidation. Arch Biochem Biophys 2001; 391: 79-
89.

[15] Bradamante S, Barenghi L, Villa A. Cardiovascular protective
effects of resveratrol. Cardiovasc Drug Rev 2004; 22: 169-88.

[16]

[17]

[18]

[19]

[20]

[21]

[22]

[23]

[24]

[25]

[26]

[27]

[28]

[29]

[30]

[31]

[32]

[33]

[34]

[35]

[36]

Roupe et al.

Rimando AM, Kalt W, Magee JB, Dewey J, Ballington JR.
Resveratrol, pterostilbene, and piceatannol in vaccinium berries. J
Agric Food Chem 2004; 52: 4713-9.

Brinker AM., Seigler DS. Isolation and identification of
piceatannol as a phytoalexin from sugarcane. Phytochemisty 1991;
30: 3229-32.

Cantos E., Espin JC, Fernandez MJ, Oliva J, Tomas-Barberan FA.
Postharvest UV-C irradiated grapes as a potential source for
producing stilbene-enriched red wines. J Agric Food Chem 2003;
51: 1208-14.

Bavaresco L, Vezzulli S, Battilani P, Giorni P, Pietri A, Bertuzzi T.
Effect of ochratoxin A-producing Aspergilli on stilbenic
phytoalexin syntheisis in grapes. J. Agric Food Chem 2003; 51:
6151-7.

Bavaresco L. Fregoni C, Cantu E, Trevisan M. Stilbene
compounds: from the grapevine to wine. Drugs Exp Clin Res 1999;
25:57-63.

Inamori Y, Kato Y, Kubo M, Yasuda M, Baba K, Kozawa M.
Physiological activities of 3, 3°, 4, 5’-tetrahydroxystilbene isolated
from the heartwood of Cassia garrettiana CRAIB. Chem Pharm
Bull1984; 32: 213-8.

Piver B, Fer M, Vitrac X, et al. Involvement of Cytochrome P450
1A2 in the biotransformation of trans-resveratrol in human liver
microsomes. Biochem Pharmacol 2004; 68: 773-82.

Potter GA, Patterson LH, Wanogho E, et al. The cancer
preventative agent resveratrol is converted to the anti-cancer agent
piceatannol by the cytochrome P450 enzyme CYPI1BI. Br J Cancer
2002; 86: 774-8.

Tutel’yan VA, Gapparov MM, Telegin LY, Devichenskii VM,
Pevnitskii LA. Flavonoids and resveratrol as regulators of Ah-
receptor activity: protection from dioxin toxicity. Bull Exp Biol
2003; 136: 533-9.

Burke TR Jr. Protein-tyrosine kinases: potential targets for anti-
cancer drug development. Stem Cells 1994; 12: 1-6.

Thakkar K, Geahlen RL, Cushman M. Synthesis and protein-
tyrosine kinase inhibitory activity of polyhydroxylated stilbene
analogs of piceatannol. ] Med Chem 1993; 36: 2950-5.

Zou L, Sato N, Kone BC. Alpha-melanocyte stimulating hormone
protects against H202-induced inhibition of wound restitution in
IEC-6 cells via a Syk kinase- and NF-kappabeta-dependent
mechanism. Shock 2004; 22: 453-9.

Takada Y, Aggarwal BB. TNF activates Syk protein tyrosine
kinase leading to TNF-induced MAPK activation, NF-xB
activation, and apoptosis. ] Immunolgy 2004; 173: 1066-7.
Coopman PJP, Do MTH, Barth M, et al. The Syk tyrosine kinase
suppresses malignant growth of human breast cancer cells. Nature
2000; 406: 742-7.

Kogat MH, Lowry VK, Farnell M. Selective pharmacological
inhibitors reveal the role of Syk tyrosine kinase, phospholipase C,
phosphatidylinositol-3’-kinase and p38 mitogen-activated protein
kinase in Fc receptor mediated signaling of chicken heterophil
degranulation. Int Immunopharmacol 2002; 2: 963-73.

Ulanova M, Puttagunta L, Marcet-Palacios M, et al. Syk tyrosine
kinase participates in beta 1 integrin signalling and inflammatory
responses in airway epithelial cells. Am J Physiol Lung Cel Mol
Physiol 2005; 288: L497-507.

Luskova P, Craber P. Modulation of the Fcepsilon receptor I
signaling by tyrosine kinase inhibitors: search for therapeutic
targets of inflammatory and allergy diseases. Curr Pharm Des
2004; 10: 1727-37.

Wong WSF, Leong KP. Tyrosine kinase inhibitors: A new
approach for asthma. Biochimica et Biophysica Acta 2004; 1697:
53-69.

Gehm BD, Levenson AS, Liu H, et al. Estrogenic effects of
resveratrol in breast cancer cells expressing mutant and wild-type
estrogen receptors: role of AF-1 and AF-2. J Steroid Biochem Mol
Biol 2004; 88: 223-34.

Murais M, Handler N, Erker T, et al. Resveratrol analogs as
selective cyclooxygenase-2 inhibitors: synthesis and structure-
activity relationship. Bioorg Med Chem 2004; 12: 5571-8.
Waffo-Teguo P, Fauconneau B, Deffieux G, Huguet F,
Vercauteren J, Merillon JM. Isolation, identification, and anti-
oxidant activity of three stilbene glucosides newly extracted from
Vitis Vinifera cell cultures. J Nat Prod 1998; 61: 655-7.



Stilbene Pharmacology

[37]

[38]

[39]

[40]

[41]

[42]

[43]

[44]

[45]

[46]

[47]

(48]

[49]

[50]

[51]

[52]

[53]

[54]

(53]

[56]

[57]

[58]

Hung LM, Chen JK, Lee RS, Liang HC, Su MJ. Beneficial effects
of astringinin, a resveratrol analogue on the ischemia and
reperfusion damage in rat heart. Free Rad Biol Med 2001; 30: 877-
83.

Lee SK, Mbwambo ZH, Chung H, ef al. Evaluation of the anti-
oxidant potential of natural products. Comb Chem High
Throughput Screen 1998; 1: 35-46.

Lorenz P, Roychowdhury S, Engelmann M, Wolf G, Horn TFW.
Oxyresveratrol and resveratrol are potent anti-oxidants and free
radical scavengers: effect on nitrosative and oxidative stress
derived from microglial cells. Nitric Oxide 2003; 9: 64-76.

Zheng J, Ramirez VD. Inhibition of mitochondrial proton FOF1-
ATPase/ATP synthase by polyphenolic phytochemicals. Br J
Pharm 2000; 130: 1115-23.

Barton BE, Karras JG, Murphy TF, Barton A, Huang HF. Signal
transducer and activator of transcription 3 (STAT3) activation in
prostate cancer: direct STAT3 inhibition induces apoptosis in
prostate cancer lines. Mol Cancer Ther 2004; 3: 11-20.

Kimura Y, Baba K, Okuda H. Inhibitory effects of active
substances isolated from Cassia garrettiana heartwood on tumor
growth and lung metastasis in Lewis lung Carcinoma-bearing mice
(Part 2). Anti-cancer Res 2000; 20: 2923-30.

Wolter F, Clausnitzer A, Akoglu B, Stein J. Piceatannol, a natural
analog of resveratrol, inhibits progression through the S phase of
the cell cycle in colorectal cancer cell lines. Nutr Cancer 2002;
132;298-302.

Wieder T, Prokop A, Bagci B, et al. Piceatannol, a hydroxylated
analog of the chemoprotective agent resveratrol, is a potent inducer
of apoptosis in the lymphoma cell line BJAB and in primary,
leukemic lymphoblasts. Leukemia 2001; 15: 1735-42.

Roupe KA, Fukuda C, Halls S. Teng XW, Davies NM. Anti-cancer
activity pharmacokinetics and metabolism of piceatannol. J Pharm
Pharm Sci 2004; 7: 92-185.

Renaud S, Lorgeril M. Wine, Alcohol, platelets, and the French
paradox for coronary heart disease. Lancet 1992; 339: 1523-26.
Hung LM, Chen JK, Huang SS, Lee RS, Su MJ. Cardioprotective
effect of resveratrol, a natural anti-oxidant derived from grapes.
Cardiovascular Res 2000; 47: 549-55.

Renaud S, Gueguen R, Schenker J, d’Houtaud A. Alcohol and
mortality in middle-aged men from eastern France. Epidemiology
1998; 9: 184-8.

Constant J. Alcohol, ischemic heart disease and the French
paradox. Coron Artery Dis 1997; 8: 645-9.

Hung LM, Chen JK, Lee RS, Liang HC, Su MJ. Beneficial effects
of astringinin, a resveratrol analogue on the ischemia and
reperfusion damage in rat heart. Free Rad Biol Med 2001; 30: 877-
83.

Skinnider L, Stoessl A. The effect of the phytoalexins, lubimin, (-)-
maackiain, pinosylvin, and the related compounds dehydro-
loroglossol and hordatine M on human lymphoblastoid cell lines.
Experientia 1986; 42: 568-70.

Kodan A, Kuroda H, Sakai F. A stilbene synthase from Japanese
red pine (Pinus densiflora): Implications for phytoalexin
accumulation and down-regulation of flavonoid biosynthesis. Proc
Nat. Acad Sci USA 2002; 99: 3335-9.

Chiron H, Drouet A, Chiron H, et al. Gene induction of stilbene
biosynthesis in Scots pine in response to ozone treatment,
wounding, and fungal infection. Plant Physiol 2000; 124: 865-72.
Wollenweber E, Stevens JF, Dorr M, Rozefelds AC. Taxonomic
significance of flavonoid variation in temperate species of
Nothofagas. Phytochem 2003; 62: 1125-31.

Preisig-Mueller R, Schwekendiek A, Brehm I, Reif HJ, Kindl H.
Characterization of a pine multigene family containing elicitor-
responsive stilbene synthase genes. Plant Mol Biol 1999; 39: 221-
9.

Kostecki KK, Engelmeier D, Pacher T, Hofer O, Vajodaya S,
Greger H. Dihydrophenanthrenes and other anti-fungal stilbenoids
from Stemona cf. pierrei. Phytochem 2004; 65: 99-106.

Celimene CC, Smith DR, Young RA, Stanosz GR. In vitro
inhibition of Sphaeropsis sapinea by natural stilbenes. Phytochem
2001; 56: 161-5.

Raiber S, Schroder G, Schroder J. Molecular and enzymatic
characterization of two stilbene synthases from eastern white pine
(Pinus strobes). A single arg/his difference determines the activity

[60]

[o1]

[62]

[63]

[64]

[65]

[66]

[67]

[68]

[69]

[70]

[71]

[72]

[73]

[74]

[75]

[76]

[77]

(78]

[79]

[80]

Current Clinical Pharmacology, 2006, Vol. 1, No. I 99

and pH dependence of the enzymes. FEBS Lett 1995; 361: 299-
302.

Séppanen SK, Syrjdld L, von Weissenberg K, Teeri TH, Paajanen
L, Pappinen A. Anti-fungal activity of stilbenes in in vitro
bioassays and in transgenic polpulus expressing a gene coding
pinosylvin synthase. Gen Transform Hybrid 2004; 22: 584-93.
Mellanen P, Petanen T, Lehtimaki J, et al. Wood-derived
estrogens: studies in vitro with breast cancer cell lines and in vivo
in trout. Toxicol App Pharm. 1996; 136: 381-8.

Roupe KA, Fukuda C, Halls S, Yafiez JA, Davies NM. Pinosylvin:
Method of Analysis, Anti-Cancer Activity and Metabolism.
American Association of Pharmaceutical Scientists Annual
Meeting. November. Accepted 2005.

Stojanovic S, Sprinz H, Brede O. Efficiency and mechanism of the
anti-oxidant action of trans-resveratrol and its analogues in the
radical liposome oxidation. Arch Biochem Biophys 2001; 391: 79-
89.

Matsuda H, Tomohiro N, Harima K, ef a/. Study on anti-Oketsu
activity on rhubarb II. Anti-allergic effects of stilbene components
from Rhei undulati Rhizoma (Dried Rhizome of Rheum undulatum
cultivated in Korea). Biol Pharm Bull 2001; 24: 264-7.

Matsuda H., Kageura T, Morikawa T, Toguchida I, Harima S,
Yoshikawa M. Effects of stilbene constituents from rhubarb on
nitric oxide production in lipopolysaccharide-activated
macrophages. Bioorg Med Chem Lett 2000; 10: 323-7.

Park EK, Choo MK, Yoon HK, Kim DH. Anti-thrombotic and anti-
allergic activities of rhaponticin from Rhei Rhizoma are activated
by human intestinal bacteria. Arch Pharm Res. 2002; 25: 528-33.
Kim DH, Park EK, Bae EA, Han MJ. Metabolism of rhaponticin
and chrysophanol 8-o-beta-D-glucopyranoside from the rhizome of
Rheum undulatum by human intestinal bacteria and their anti-
allergic actions. Biol Pharm Bull 2000; 23: 830-35.

Kageura T, Matsuda H, Morikawa T, et al. Inhibitors from rhubarb
on lipopolysaccharide-induced nitric oxide production in
macrophages: structural requirements of stilbenes for the activity.
Bioog Med Chem 2001; 9:1887-93.

Chun YJ, Ryu SY, Jeong TC, Kim MY. Mechanism-based
inhibition of human cytochrome P450 1A1 by rhapontigenin. Drug
Met Disp 2000; 29: 389-93.

Guengerich FP, Chun Y, Kim D, Gilliam EMIJ, Shimada T.
Cytochrome P450 1B1: A target for inhibition in anti-
carcinogenesis strategies. Mut Res 2003; 182: 523-4.

Ko SW, Lee SM, Whang WK. Anti-platelet aggregation activity on
stilbene derivatives from Rheum undulatum. Arch Pharm Res 1999;
22:401-3.

Aburjai TA. Anti-platelet stilbenes from the aerial parts of Rheum
palaestinum. Phytochem. 2000; 55: 407-10.

Adrian M, Jeandet P, Douillet-Breuil AC, Tesson L, Bessis R.
Stilbene content of mature Vitis vinifera berries in response to UV-
C elicitation. J Agric Food Chem 2000; 48: 6103-5.

Pezet R, Pont V. Mise en evidence de pterostilbene dans les
grappes de Vitis vinifera (var. Gamay et Pinot). Plant Physiol
Biochem 1988; 26: 603-7.

Douillet-Breuil AC, Jeandet P, Adrian M, Bessis R. Changes in the
phytoalexin content of various Vitis spp. in response to ultraviolet
C elicitation. J Agric Food Chem 1999; 47: 4456-61.

Adrian M, Jeandet P, Breuil AC, Levite D, Debord S, Bessis R.
Assay of resveratrol and derivative stilbenes in wines by direct
injection high performance liquid chromatography. Am J Enol
Vitic 2000; 51: 37-41.

Paul B, Masih I, Deopujari J, Charpentier C. Occurrence of
resveratrol and pterostilbene in age-old darakchasava, an ayurvedic
medicine from India. J. Ethnopharmacology 1999; 68: 71-6.
Manickam M, Ramanathan M, Farboodniay Jahromi MA,
Chansouria JPN, Ray AB. Anti-hyperglycemic activity of
phenolics from Pterocarpus marsupium. J Nat Prod 1997; 60: 609-
10.

Fuendjiep V, Wandji J, Tillequin F, et al.Chalconoid and stilbenoid
glycosides from Guibourtia tessmanii. Phytochemistry 2002; 60:
803-6.

Stivala LA, Savio M, Carafoli F, er al. Specific structural
determinants are responsible for the anti-oxidant activity and the
cell cycle effects of resveratrol. J Biol Chem 2001; 276: 22586-94.
Rimando AM, Cuendet M, Desmarchelier C, Mehta RG, Pezzuto
IM, Duke, SO. Cancer chemopreventive and anti-oxidant activities



100 Current Clinical Pharmacology, 2006, Vol. 1, No. 1

[81]

[82]

[83]

[84]

[85]

[86]

[87]

[88]

[89]

[94]

(93]

[96]

[97]

[98]

[99]

[100]

[101]

of pterostilbene, a naturally occuring analogue of resveratrol. J
Agric Food Chem 2002; 50: 3453-7.

Amorati R, Lucarini M, Mugnaini V, Pedulli GF. Anti-oxidant
activity of hydroxystilbene derivatives in homogenous solution. J
Org Chem 2004; 69: 7101-7.

Ferrer P, Asensi M, Segarra R, ef al. Association between
pterostilbene and quercetin inhibits metastatic activity of B16
melanoma. Neoplasia 2005; 1: 37-47.

Tolomeo M, Grimaudo S, Cristina AD, et al. Pterostilbene and 3’-
hydroxypterostilbene are effective apoptosis-inducing agents in
MDR and BCR-ABL-expressing leukemia cells. Int J Biochem
Cell Biol 2005; 37: 1709-26.

Grover JK, Vats V, Yadav SS. Pterocarpus marsupium Extract
(Vijayasar) prevented the alteration in metabolic patterns induced
in the normal rat by feeding an adequate diet containing fructose as
sole carbohydrate. Diabetes Obes Metab 2005; 7: 414-20.

Pezet R, Pont V. Ultrastructural observations of pterostilbene
fungitoxicity in dormant conidia of Botrytis cinerea.]
Phytopathology 1990; 129: 19-30.

Breuil AC, Jeandet P, Adrian M, et al. Characterization of a
dehydrodimer produced by laccase of Botrytis cinerea.
Phytopathology 1999; 89: 298-302.

Wang Y, Catana F, Yang Y, Roderick R, van Breemen RB. An LC-
MS method for analyzing total resveratrol in grape juice, cranberry
juice, and in wine. J Agric Food Chem 2002; 50:431-5.

Vian MA, Tomao V, Gallet S, Coulomb PO, Lacombe JM. Simple
and rapid method for cis- and trans-resveratrol and piceid isomers
determination in wine by high-performance liquid chromatography
using chromolith columns. J Chromatogr A 2005; 1085:224-9.

Liew R, Stagg MA, Macleod KT, Collins P. The red wine
polyphenol, resveratrol, exerts acute direct actions on guinea-pig
ventricular myocytes. Eur J Pharmacol. 2005; Aug 13; [Epub ahead
of print]

Gonzalez-Barrio R, Salmenkallio-Marttila M, Tomas-Barberan FA,
Cantos E, Espin JC. Etiology of UV-C-induced browning in var.
Superior white table grapes. J Agric Food Chem 2005; 53:5990-6.
Yilmaz Y, Toledo RT. Major flavonoids in grape seeds and skins:
antioxidant capacity of catechin, epicatechin, and gallic acid. J
Agric Food Chem 2004; 52: 255-60.

Roldan A, Palacios V, Caro I, Perez L. Resveratrol content of
Palomino fino grapes: influence of vintage and fungal infection. J
Agric Food Chem 2003; 51: 1464-8.

Shu Y, Chen M, He J, Dai Y, Feng L. [Determination of the
contents of resveratrols and piceids in wines by high performance
liquid chromatography with solid phase extraction] Se Pu 2005; 23:
88-91.

Gambuti A, Strollo D, Ugliano M, Lecce L, Moio L. trans-
Resveratrol, quercetin, (+)-catechin, and (-)-epicatechin content in
south Italian monovarietal wines: relationship with maceration time
and marc pressing during winemaking. J Agric Food Chem 2004;
52: 5747-51.

Tedesco I, Nappo A, Petitto F,Palumbo R, Russo GL. Antioxidant
and Cytotoxic Properties of Lyophilized Beer Extracts on HL-60
Cell Line. Nutr Cancer 2005; 52: 74-83.

Jerkovic V, Callemien D, Collin S. Determination of stilbenes in
hop pellets from different cultivars. J Agric Food Chem 2005; 53:
4202-6.

Callemien D, Jerkovic V, Rozenberg R, Collin S. Hop as an
interesting source of resveratrol for brewers: optimization of the
extraction and quantitative study by liquid chromatography/atmos-
pher ic pressure chemical ionization tandem mass spectrometry. J
Agric Food Chem 2005; 53: 424-9.

Ehala S, Vaher M, Kaljurand M. Characterization of phenolic
profiles of Northern European berries by capillary electrophoresis
and determination of their antioxidant activity. J Agric Food Chem
2005; 53: 6484-90.

Lyons MM, Yu C, Toma RB, et al. Resveratrol in raw and baked
blueberries and bilberries. J Agric Food Chem 2003; 51: 5867-70.
Tokusoglu O, Unal MK, Yemis F. Determination of the
phytoalexin resveratrol (3,5,4"-trihydroxystilbene) in peanuts and
pistachios by high-performance liquid chromatographic diode array
(HPLC-DAD) and gas chromatography-mass spectrometry (GC-
MS). J Agric Food Chem 2005; 53: 5003-9.

Wang KH, Lai YH, Chang JC, Ko TF, Shyu SL, Chiou RY.
Germination of peanut kernels to enhance resveratrol biosynthesis

[102]
[103]

[104]

[105]
[106]

[107]

[108]

[109]

[110]

[111]

[112]

[113]

[114]

[115]

[116]

[117]

[118]

[119]

[120]

[121]

[122]

[123]

[124]

Roupe et al.

and prepare sprouts as a functional vegetable. J Agric Food Chem
2005; 53: 242-6.

Frank GC. From sandwiches to center stage. Peanuts pack a
powerful nutritional punch. Adv Nurse Pract 2003; 11: 85-7.

Chen RS, Wu PL, Chiou RY. Peanut roots as a source of
resveratrol. J Agric Food Chem 2002; 50:1665-7.

Chung IM, Park MR, Rehman S, Yun SJ. Tissue specific and
inducible expression of resveratrol synthase gene in peanut plants.
Mol Cells 2001; 12:353-9.

Sanders TH, McMichael RW Jr, Hendrix KW. Occurrence of
resveratrol in edible peanuts. J Agric Food Chem 2000; 48: 1243-6.
Sobolev VS, Cole RJ. trans-resveratrol content in commercial
peanuts and peanut products. J Agric Food Chem 1999; 47: 1435-9.
Schoppner A, Kindl H. Purification and properties of a stilbene
synthase from induced cell suspension cultures of peanut. J Biol
Chem 1984; 259: 6806-11.

Ibern-Gomez M, Roig-Perez S, Lamuela-Raventos RM, de la
Torre-Boronat MC. Resveratrol and piceid levels in natural and
blended peanut butters. J Agric Food Chem 2000; 48: 6352-4.

Lee SK, Lee HJ, Min HY, et al. Antibacterial and antifungal
activity of pinosylvin, a constituent of pine. Fitoterapia 2005;
76:258-60.

Schanz S, Schroder G, Schroder J. Stilbene synthase from Scots
pine (Pinus sylvestris). FEBS Lett 1992; 313: 71-4.

Ko SK, Lee SM, Whang WK. Anti-platelet aggregation activity of
stilbene derivatives from Rheum undulatum. Arch Pharm Res
1999; 22: 401-3.

Suresh Babu K, Tiwari AK, Srinivas PV, Ali AZ, China Raju B,
Rao JM. Yeast and mammalian alpha-glucosidase inhibitory
constituents from Himalayan rhubarb Rheum emodi Wall.ex
Meisson. Bioorg Med Chem Lett 2004; 14: 3841-5.

Landrault N, Larronde F, Delaunay JC, ef al. Levels of stilbene
oligomers and astilbin in French varietal wines and in grapes
during noble rot development. J Agric Food Chem 2002; 50: 2046-
52.

Carando S, Teissedre PL, Waffo-Teguo P, Cabanis JC, Deffieux G,
Merillon JM. High-performance liquid chromatography coupled
with fluorescence detection for the determination of trans-astringin
in wine. J Chromatogr A 1999; 849: 617-20.

Vitrac X, Bornet A, Vanderlinde R, et a/. Determination of
stilbenes (delta-viniferin, trans-astringin, trans-piceid, cis- and
trans-resveratrol, epsilon-viniferin) in Brazilian wines. J Agric
Food Chem 2005; 53: 5664-9.

Bavaresco L. Role of viticultural factors on stilbene concentrations
of grapes and wine. Drugs Exp Clin Res 2003; 29: 181-7.
Moreno-Labanda JF, Mallavia R, Perez-Fons L, Lizama V, Saura
D, Micol V. Determination of piceid and resveratrol in Spanish
wines deriving from Monastrell (Vitis vinifera L.) grape variety. J
Agric Food Chem 2004; 52: 5396-403.

Huang YL, Tsai WJ, Shen CC, Chen CC. Resveratrol derivatives
from the roots of Vitis thunbergii. ] Nat Prod 2005; 68: 217-20.
Zhang Y, Jayaprakasam B, Seeram NP, Olson LK, DeWitt D, Nair
MG. Insulin secretion and cyclooxygenase enzyme inhibition by
cabernet sauvignon grape skin compounds. J Agric Food Chem
2004; 52: 228-33.

Pezet R, Perret C, Jean-Denis JB, Tabacchi R, Gindro K, Viret O.
Delta-viniferin, a resveratrol dehydrodimer: one of the major
stilbenes synthesized by stressed grapevine leaves. J Agric Food
Chem 2003; 51: 5488-92.

Benbrook CM. Elevating Antioxidant Levels in Food through
Organic Farming and Food Processing. The Organic Center,
January 2005. http://www.organic-center.org/Antioxidant SSR.pdf,
accessed on August 19, 2005.

Weibel FP, Bickel R, Leuthold S, Alfoldi T. Are organically grown
apples tastier and healthier? A comparative fi eld sutdy using
conventional and alternative methods to measure fruit quality.
ISHS Acta Horticulutrae 2000; 517: (Part 7: Quality of
Horticultural Products)

Lombardi-Boccia G, Lucarini M, Lanzi S, Aguzzi A, Cappelloni
M. Nutrients and antioxidant molecules in yellow plums (Prunus
domestica L.) from conventional and organic productions: a
comparative study. J Agric Food Chem 2004; 52: 90-4.

Asami DK, Hong YJ, Barrett DM, Mitchell AE. Comparison of the
total phenolic and ascorbic acid content of freeze-dried and air-
dried marionberry, strawberry, and corn grown using conventional,



Stilbene Pharmacology

[125]

[126]

[127]

[128]

[129]

[130]

[131]

[132]

[133]

[134]

[135]

[136]

[137]

[138]

organic, and sustainable agricultural practices. J.Agric Food Chem
2003; 51: 1237-41.

Carbonaro M, Mattera M, Nicoli S, Bergamo P, Cappelloni M.
Modulation of antioxidant compounds in organic vs conventional
fruit (peach, Prunus persica L., and pear, Pyrus communis L.). J
Agric Food Chem 2002; 50: 5458-62.

Levite D, Adrian M, Tamm L. Preliminary results of resveratrol in
wine of organic and conventional vineyards. Conference Proceeed-
ings 2000: 256-257. http://www.soel.de/inhalte/publikationen/s.
77.pdf.

Hakkinen SH, Torronen AR. Content of flavonols and selected
phenolic acids in strawberries and vaccinium species: influence of
cultivar, cultivation site and technique. Food Research Int 2000;
33:517-24.

Oliveira C, Silva Ferreira AC, Mendes Pinto M, Hogg T, Alves F,
Guedes de Pinho. Carotenoid compounds in grapes and their
relationship to plant water status. J Agric Food Chem 2003; 51:
5967-71.

Brandt K, Molgaard JP. Organic agriculture: does it enhance or
reduce the nutritional value of plant foods? J Sci Food Agric 2001;
81:924-931.

Le Gall G, DuPont MS, Mellon FA, et al. Characterization and
content of flavonoid glycosides in genetically modified tomato
(Lycopersicon esculentum) fruits. J Agric Food Chem 2003; 51:
2438-46.

Torres CA, Davies, NM, Yaiiez JA, Andrews PK. Disposition of
Selected Flavonoids in Fruit Tissues of Various Tomato
(Lycopersicon esculentum Mill.) Genotypes. J Agric Food Chem
2005. In Press.

Lee JH, Talcott ST. Fruit maturity and juice extraction influences
ellagic acid derivatives and other antioxidant polyphenolics in
muscadine grapes. J Agric Food Chem. 2004; 52: 361-6.

Kennedy JA, Matthews MA, Waterhouse AL. Changes in grape
seed polyphenols during fruit ripening. Phytochemistry 2000; 55:
77-85.

Williner MR, Pirovani ME, Guemes DR. Ellagic acid content in
strawberries of different cultivars and ripening stages. J Sci Food
Agric 2003; 83:842-5.

Dewanto V, Wu X, Adom KK, Liu RH. Thermal processing
enhances the nutritional value of tomatoes by increasing total
antioxidant activity. J Agric Food Chem 2002; 50: 3010-4.
Gil-Izquierdo A, Gil MI, Ferreres F. Effect of processing
techniques at industrial scale on orange juice antioxidant and benefi
cial health compounds. J Agric Food Chem. 2002; 50: 5107-14.
Jiratanan T, Liu RH. Antioxidant activity of processed table beets
(Beta vulgaris var, conditiva) and green beans (Phaseolus vulgaris
L.). J Agric Food Chem 2004; 52(9):2659-70.

Asensi M, Medina I, Ortega A, et al. Inhibition of cancer growth
by resveratrol is related to its low bioavailability. Free Radic Biol
Med 2002; 33: 387.

[139]

[140]

[141]

[142]

[143]

[144]

[145]

[146]

[147]

[148]

[149]

[150]

[151]

[152]

[153]

Current Clinical Pharmacology, 2006, Vol. 1, No. 1 101

Ribeiro de Lima MT, Waffo-Teguo P, Teissedre PL, et al.
Determination of stilbenes (trans-astringin, cis- and trans-piceid,
and cis- and trans-resveratrol) in Portuguese wines. J Agric Food
Chem 1999; 47: 2666-70.

Faustino RS, Sobrattee S, Edel AL, Pierce GN. Comparative
analysis of the phenolic content of selected Chilean, Canadian and
American merlot red wines. Mol Cell Biochem 2003; 249: 11-19.
Mattivi F. Solid phase extraction of trans-resveratrol from wines
for HPLC analysis. Z Lebensm Unters Forsch. 1993; 196: 522-5.
Juan ME, Lamuela-Raventos RM, de la Torre-Boronat MC, Planas
JM. Determination of trans-resveratrol in plasma by HPLC. Anal
Chem 1999; 71: 747-50.

Juan ME, Vinardell MP, Planas JM. The daily oral administration
of high doses of trans-resveratrol to rats for 28 days is not harmful.
J Nutr 2002; 132: 257-60.

Bertelli A, Bertelli AA, Gozzini A, Giovannini L. Plasma and
tissue resveratrol concentrations and pharmacological activity.
Drugs Exp Clin Res 1998; 24: 133-8.

Meng X, Maliakal P, Lu H, Lee MJ, Yang CS. Urinary and plasma
levels of resveratrol and quercetin in humans, mice, and rats after
ingestion of pure compounds and grape juice. J Agric Food Chem
2004; 52: 935-42.

Kaldas MI, Walle UK, Walle T. Resveratrol transport and
metabolism by human intestinal Caco-2 cells. J Pharm Pharmacol
2003; 55:307-12.

Andlauer W, Kolb J, Siebert K, Furst P. Assessment of resveratrol
bioavailability in the perfused small intestine of the rat. Drugs Exp
Clin Res 2000; 26: 47-55.

Lancon A, Delma D, Osman H, Thenot JP, Jannin B, Latruffe N.
Human hepatic cell uptake of resveratrol: involvement of both
passive diffusion and carrier-mediated process. Biochem Biophys
Res Commun 2004; 316: 1132-7.

Bertelli AAE, Giovannini L, Stradi R, Urein S, Tillement J-P,
Bertelli A. Kinetics of trans- and cis-resveratrol (3,4',5-
trihydroxystilbene) after red wine oral administration in rats. Int J
Clin Pharmacol Res 1996; 16: 77-81.

O’Brien J, Wilson I, Orton T, Pognan F. Investigation of the alamar
blue (resazurin) fluorescent dye for the assessment of mammalian
cell cytotoxicity. Eur J Biochem 2000; 267: 5421-6.

Roupe K, Teng XW, Fu X, Meadows GG, Davies NM.
Determination of piceatannol in rat serum and liver microsomes:
pharmacokinetics and phase I and II biotransformation. Biomed
Chromatogr 2004;18: 486-91.

Roupe K, Halls S, Davies NM. Determination and assay validation
of pinosylvin in rat serum: application to drug metabolism and
pharmacokinetics. J Pharm Biomed Anal 2005; 38: 148-54.

Roupe K, Fukuda C, Halls S, Helms G, Yafiez JA, Davies ND.
Enzymatic synthesis and HPLC analysis of rhapontigenin:
applications to drug metabolism, pharmacokinetics and anti-cancer
activity. J Pharm Pharm Sci 2005; 8: 374-86.

Received: 25 May, 2005

Revised: 26 July, 2005

Accepted: 30 August, 2005




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.6
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


