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Comparison of delphinidin, quercetin and
(–)-epigallocatechin-3-gallate as inhibitors of the
EGFR and the ErbB2 receptor phosphorylation

Diana Fridrich, Nicole Teller, Melanie Esselen, Gudrun Pahlke and Doris Marko

Institute of Applied Biosciences, Section of Food Toxicology, Universit�t Karlsruhe (TH), Adenauerring 20,
76131 Karlsruhe, Germany

In the present study, delphinidin was found to suppress the phosphorylation of the epidermal growth
factor receptor (EGFR) within human tumour cells (human colon carcinoma cell line (HT29), human
vulva carcinoma cell line (A431)), albeit less effective than the flavonol quercetin. The higher
potency of quercetin was also observed downstream on the level of the mitogen-activated protein kin-
ase (MAPK) cascade. In addition, delphinidin, quercetin and (– )-epigallocatechin-3-gallate (EGCG)
were found to suppress the phosphorylation of the ErbB2 receptor, with delphinidin exhibiting the
strongest inhibitory properties. Their potency to suppress the ErbB2 receptor phosphorylation can be
summarised as delphinidin A EGCG A quercetin. The effectiveness of delphinidin against the EGFR
and the ErbB2 receptor was comparable, indicating a broader spectrum of activity against receptor
tyrosine kinases. At low micromolar concentrations delphinidin showed some preference towards the
ErbB2 receptor. In summary, quercetin and delphinidin appear to differ in their activity profile
towards the ErbB receptor family members. Whereas quercetin was most effective against the EGFR,
delphinidin exhibited some preference towards the ErbB2 receptor.
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1 Introduction

Dietary habits and lifestyle play an important role in carci-
nogenesis of many different tumour types. Epidemiological
studies indicate that cancer incidence might be significantly
modulated by an enhanced dietary intake of flavonoids with
fruits and vegetables [1]. Malignant transformation is asso-
ciated with changes in cellular signalling cascades conduct-
ing cell growth, differentiation and the induction of apopto-
sis [2–4]. One of the major intracellular signalling cascades
involved in the control of cell proliferation is the extracellu-
lar signal-regulated/mitogen-activated protein kinase

(ERK/MAPK) pathway [5–8]. Effective inhibition of the
upstream located epidermal growth factor receptor (EGFR)
activity is expected to suppress the activation of the subse-
quent MAPK cascade, leading to cell growth inhibition [7].

The EGFR and the ErbB2 receptor belong to the ErbB
family of receptor tyrosine kinases (RTK). All family mem-
bers (EGFR, ErbB2-4 receptors) have in common a glyco-
sylated extracellular ligand-binding domain, a single hydro-
phobic transmembrane region and an intracellular domain
with protein tyrosine kinase (PTK) activity [9–14]. The
ErbB receptors exist as monomers, but form receptor
dimers upon ligand binding. They can either generate
homodimers or heterodimers with other receptor isoforms
(e.g. EGFR-ErbB2) [10, 15]. A family of ligands, the EGF-
related peptide growth factors, binds to the extracellular
domain of the receptors, leading to the formation of both
homo- and heterodimers. Dimerisation initiates the PTK
activity of the receptor and triggers the autophosphorylation
of specific tyrosine residues within the intracellular
domain. This phosphorylation sequence is involved in the
regulation of signalling cascades steering gene expression
as the biological response to receptor activation [12, 16].
The EGFR is activated by EGF-like ligands, whereas the
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ErbB3 and the ErbB4 receptor bind preferentially neuregu-
lins. No direct ligand of the ErbB2 receptor has been identi-
fied so far, indicating that the ErbB2 receptor acts predom-
inantly as a partner for the formation of heterodimers,
responding to several different ligands [9]. The transactiva-
tion by EGF-like ligands results in the formation of
EGFR–ErbB2 heterodimers [17], whereas neuregulins
induce the formation of EGFR–ErbB3-, ErbB2–ErbB3-
and ErbB2–ErbB4 receptor combinations [15, 18, 19]. Het-
erodimers generate more potent signals than homodimers,
and those containing the ErbB2 receptor possess particu-
larly high ligand binding affinity and signalling potency
compared to hetero- and homodimers without the ErbB2
receptor [20].

The MAP kinases ERK1/2 represent central downstream
signalling elements. The effective inhibition of the
upstream located EGFR and ErbB2 receptors results in the
suppression of ERK1/2 phosphorylation, leading to the
inhibition of cell growth. Several food constituents have
been reported to target the EGFR [5–7, 21, 22]. Within the
class of flavonoids, the flavonol quercetin, the green tea
constituent (– )-epigallocatechin-3-gallate (EGCG) and the
anthocyanin aglycon delphinidin (Fig. 1) are among the
most potent food constituents inhibiting the PTK activity of
the EGFR, reported so far [5, 7, 23]. However, studies on
the EGFR-inhibiting properties of delphinidin were so far

limited to cell-free systems. Quercetin and EGCG have
already been reported to affect the activity of the EGFR
also in intact cells [4, 21, 23, 24]. In the present study, we
addressed the question whether the inhibition of delphini-
din on the EGFR activity is also of relevance within intact
cells, measured as changes in the phosphorylation status of
the receptor and the impact on the subsequent extracellular
regulated MAP kinases ERK1/2. We further investigated
whether the inhibitory properties of delphinidin, quercetin
and EGCG, as flavonoids out of different structural classes,
are specific for the EGFR or whether other related RTKs, as
exemplified here for the ErbB2 receptor, are affected as
well.

2 Materials and methods

2.1 Chemicals

Delphinidin, malvidin and EGCG were purchased from
Extrasynth�se (Genay, France). Quercetin, tyrphostin
AG1478 (AG1478) and tyrphostin AG879 (AG879) were
received from Sigma (Taufkirchen, Germany). For all
assays the compound solutions were freshly prepared, with-
out the use of stored stock solutions. All compounds and
mixtures were dissolved in DMSO with a final concentra-
tion in the different test systems of maximum 1%.

2.2 Cell culture

The human vulva carcinoma cell line (A431) was cultured
in minimum essential medium (MEM) (Sigma, Tauf-
kirchen, Germany) containing L-glutamine (4.5 g/L). The
human colon carcinoma cell line (HT29) was cultivated in
Dulbecco's modified Eagle's medium (DMEM with 4.5 g/L
glucose, without sodium-pyruvate; Invitrogen Life Tech-
nologies, Karlsruhe, Germany). Both cell culture media
were supplemented with 10% fetal calf serum (FCS) and
1% penicillin/streptomycin. The cell lines were kept in
humidified incubators (378C, 5% CO2).

2.3 Western blot analysis

A total of 1.26106 HT29 cells or 2.26106 A431 cells were
seeded per Petri dish and allowed to grow for 48 h. There-
after, cells were serum-reduced (1% FCS) for 24 h and
incubated with the respective compound for 45 min in
serum-free medium. The stimulation with EGF (100 ng/
mL) was performed within the last 15 min of incubation.
Cells were abraded at 48C in 0.2 mL RIPA buffer (50 mM
Tris/HCl, pH 7.4, 250 mM sodium chloride, 1 mM EDTA,
1 mM sodium fluoride, 1% v/v Igepal; 1 mM PMSF, 1 mM
sodium orthovanadate and 40 lL protease inhibitor cocktail
(Roche Diagnostics, Mannheim, Germany) freshly added to
2 mL RIPA buffer). Thereafter the cell lysate was homoge-
nised thoroughly and subsequently centrifuged for 10 min
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Figure 1. Structures of the selected flavonoids.
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(200006g, 48C). The supernatant was separated by SDS-
PAGE (7% polyacrylamide gel) and the proteins were trans-
ferred onto a nitrocellulose membrane. Detection was per-
formed using rabbit polyclonal antibodies against the
human EGFR/phospho EGFR (Tyr1173, 175 kDa; New
England Biolabs, Frankfurt, Germany) and the ErbB2/
phospho ErbB2 receptor (Tyr1248, 180 kDa, Santa Cruz
Biotechnology, Heidelberg, Germany). An anti-rabbit IgG
peroxidase conjugate (New England Biolabs, Frankfurt,
Germany) was used as secondary antibody. The detection
of the MAP kinases ERK1/2 (44/42 kDa) was carried out as
described previously [7]. a-Tubulin (55 kDa, Santa Cruz
Biotechnology, Heidelberg, Germany) was used as loading
control. The respective chemoluminescent signals (Lumi-
GLO, New England Biolabs, Frankfurt, Germany) were
analysed using the LAS 3000 with the AIDA Image Ana-
lyzer 3.52 software for quantification (Raytest, Strauben-
hardt, Germany). Arbitrary light units were plotted as test
over control (T/C %).

3 Results

The activity of both receptors (EGFR, ErbB2 receptor) and
the MAP kinases (ERK1/2) were measured as changes in
the phosphorylation status by Western blot analysis in
human colon (HT29) or vulva (A431) carcinoma cells.
HT29 cells, expressing substantial amounts of EGFR, were
chosen as a model for colon cancer. AG1478 (10 lM), a
selective EGFR tyrosine kinase inhibitor, was selected as
positive control, inhibiting the EGFR phosphorylation in
HT29 cells up to 90% (Fig. 2 A). Whereas the EGFR phos-
phorylation was found to be sensitive to EGF-stimulation in
HT29 cells, the phosphorylation status of the ErbB2 recep-
tor in these cells was not modulated. Therefore, A431,
known to overexpress all members of the ErbB receptor
family, were used to study the effects of polyphenols on the
ErbB2 receptor activity. The specific ErbB2 receptor inhib-
itor AG879 showed only a marginal inhibitory effect (15%
at 10 lM) on the ErbB2 receptor phosphorylation in A431
cells, whereas an equimolar concentration of AG1478 and
AG879 suppressed the ErbB2 receptor phosphorylation up
to 45% (Fig. 2 B). A combination of these two inhibitors at
fixed ratios of 1:1 resulted in a potent inhibition of the
ErbB2 receptor phosphorylation up to 60% (Fig. 2 B).

3.1 Delphinidin

Treatment of HT29 cells with delphinidin resulted in a con-
centration-dependent suppression of EGFR phosphoryla-
tion with an IC50-value of 54 l 11 lM (Fig. 3). Also in
A431 cells, delphinidin was found to diminish the phos-
phorylation of the EGFR (IC50 = 71 l 32 lM, Fig. 2 A).
The endogenous level of the receptor was not modulated
significantly. Moreover, a concentration-dependent

decrease of ErbB2 receptor phosphorylation was detected
in A431 cells. At a concentration of 1 lM delphinidin, a
slight but significant reduction of ErbB2 receptor phos-
phorylation was observed (IC50 = 60 l 21 lM, Fig. 2B). At
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Figure 2. Western blot analysis of the (A) EGFR and the (B)
ErbB2 receptor protein in A431 cells after 45 min treatment
with delphinidin. Arbitrary light units were plotted as T/C (%),
with the respective solvent control (1% DMSO) stimulated by
100 ng/mL EGF set as 100%. The presented data are the
mean l SD of three independent experiments with similar out-
come, as shown for one representative experiment. The signif-
icances indicated were calculated in relation to the lowest
applied concentration (* = p a 0.05; ** = p a 0.005; *** = p a

0.001); AG1478 EGFR specific inhibitor (10 lM); AG879
ErbB2 specific inhibitor (10 lM); AG1478/879 EGFR/ErbB2
specific inhibitor (5 lM).
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a concentration of 10 lM, delphinidin exhibited signifi-
cantly higher inhibitory effects against the ErbB2 receptor
(Fig. 4). However, at concentrations F50 lM delphinidin
affected the phosphorylation of both receptors to an almost
similar extent. In contrast to delphinidin, the methoxylated

anthocyanidin malvidin did not affect the autophosphoryla-
tion of both RTKs EGFR and ErbB2 receptor up to 100 lM
(data not shown).

Downstream in the signalling cascade, delphinidin was
found to significantly diminish phosphorylated ERK1 and
ERK2 in HT29 cells at a concentration of 30 lM. However,
enhanced substance concentration failed to intensify the
effect, apparently reaching a steady state (Fig. 5).

3.2 Quercetin

Treatment of HT29 cells with the flavonol quercetin
potently suppressed the autophosphorylation of the EGFR
with an IC50-value of 0.6 l 0.1 lM (Fig. 6, Table 1). Subse-
quently, a significant decrease of phosphorylated ERK1
and ERK2 was observed, with comparable IC50-values for
both isoforms (ERK1: 7.7 l 2.1 lM; ERK2: 6.6 l 3.5 lM)
(Fig. 7).

In contrast to the potent inhibition of the EGFR phos-
phorylation, quercetin only marginally affected the phos-
phorylation of the ErbB2 receptor in A431 cells (Fig. 8).

3.3 EGCG

In several studies the green tea catechin EGCG has been
reported to possess inhibitory properties on the EGFR
activity [4, 24]. In the present study, we investigated the
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Figure 3. Western blot analysis of the EGFR protein in HT29
cells after 45 min treatment with delphinidin. Arbitrary light
units were plotted as T/C (%), with the respective solvent con-
trol (1% DMSO) stimulated by 100 ng/mL EGF set as 100%.
The presented data are the mean l SD of four independent
experiments with similar outcome, as shown for one represen-
tative experiment. The significances indicated were calculated
in relation to the lowest applied concentration (* = p a 0.05;
*** = p a 0.001); AG1478/879 EGFR/ErbB2 specific inhibitor
(5 lM).

Figure 4. Comparison of the effects of delphinidin on phos-
phorylated EGFR and ErbB2 receptor protein in HT29 and
A431 cells. Arbitrary light units were plotted as T/C (%). The
presented data are the mean l SD of three independent
experiments with similar outcome. The indicated significance
(** = p a 0.005) was calculated in relation to the pEGFR in the
same concentration (10 lM).

Figure 5. Western blot analysis of the phosphorylated ERK1/
ERK2 proteins in HT29 cells after 45 min treatment with del-
phinidin. Arbitrary light units were plotted as T/C (%), with the
respective solvent control (1% DMSO) stimulated by 100 ng/
mL EGF set as 100%. The presented data are the mean l SD
of four independent experiments with similar outcome, as
shown for one representative experiment. The significances
indicated were calculated in relation to the lowest applied con-
centration (* = p a 0.05).
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impact of EGCG on the ErbB2 receptor phosphorylation in
A431 cells. A significant inhibition of the ErbB2 receptor
phosphorylation was observed at EGCG concentra-
tions F 100 lM. However, up to 150 lM an IC50-value was
not achieved (Fig. 9).

4 Discussion

Polyphenols of different structural classes have been
reported to target the EGFR. However, several of these stud-
ies were performed in cell-free systems [5–7]. In the
present study, we addressed the question whether these
inhibitory effects are of relevance within intact cells. Fur-
thermore, we investigated whether the effect is target spe-
cific or whether related RTKs might also be affected as
exemplified for the ErbB2 receptor. Effective inhibition of
receptor phosphorylation results in the suppression of the
subsequent MAPK cascade. Therefore, we studied whether
the impact on the upstream located receptor is mirrored by
a decrease in the activity of the downstream localised kin-
ases ERK1/2.

Delphinidin was found to effectively suppress the phos-
phorylation of the EGFR in HT29 and A431 cells, showing
that the potent inhibitory properties are not limited to the
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Figure 6. Western blot analysis of the EGFR protein in HT29
cells after 45 min treatment with quercetin. Arbitrary light units
were plotted as T/C (%), with the respective solvent control
(1% DMSO) stimulated by 100 ng/mL EGF set as 100%. The
presented data are the mean l SD of four independent experi-
ments with similar outcome, as shown for one representative
experiment. The significances indicated were calculated in
relation to the lowest applied concentration (** = p a 0.005;
*** = p a 0.001).

Figure 7. Western blot analysis of the phosphorylated ERK1/
ERK2 proteins in HT29 cells after 45 min treatment with quer-
cetin. Arbitrary light units were plotted as T/C (%), with the
respective solvent control (1% DMSO) stimulated by 100 ng/
mL EGF set as 100%. The presented data are the mean l SD
of four independent experiments with similar outcome, as
shown for one representative experiment. The significances
indicated were calculated in relation to the lowest applied con-
centration (* = p a 0.05; ** = p a 0.005); AG1478 EGFR spe-
cific inhibitor (1 lM).

Figure 8. Western blot analysis of the ErbB2 receptor protein
in A431 cells after 45 min treatment with quercetin. Arbitrary
light units were plotted as T/C (%), with the respective solvent
control (1% DMSO) stimulated by 100 ng/mL EGF set as
100%. The presented data are the mean l SD of three inde-
pendent experiments with similar outcome, as shown for one
representative experiment. AG1478/879 EGFR/ErbB2 specific
inhibitor (5 lM).
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isolated receptor preparation (Figs. 2A, 3, 4; Table 1). Fur-
thermore delphinidin was identified as a potent inhibitor of
the ErbB2 receptor, diminishing the ErbB2 receptor phos-
phorylation in A431 cells in the same concentration range
as observed for the EGFR (Fig. 2B and 4). The ErbB2
receptor acts predominantly as a partner of the EGF-stimu-
lated EGFR resulting in the formation of an active EGFR-
ErbB2 heterodimer [15]. With respect to the phosphoryla-
tion status, delphinidin did not differentiate between the
EGFR and the ErbB2 receptor, indicating a lack of specific-
ity (Fig. 4, Table 1). However, to affect the phosphorylation
status of both receptors delphinidin might either act as a
dual inhibitor, targeting each of the receptors, or affect pri-
marily the EGFR, leading to the suppression of the ErbB2
receptor phosphorylation by inhibiting the crossphosphory-
lation sequence [25]. Our studies on the ErbB2 receptor
activity with the specific EGFR inhibitor AG1478 and the
ErbB2 inhibitor AG879 separately and in combination indi-
cated that in the applied cell lines an EGFR-ErbB2 hetero-
dimer is indeed present.

Downstream in the signalling cascade delphinidin signif-
icantly inhibited the activity of ERK1/2 without preference
for one ERK isoform (Fig. 5). In comparison to the effects
on the upstream located EGFR, delphinidin was less potent

with respect to the suppression of ERK1/2 activity. Thus, in
addition to the effects on the EGFR further potentially com-
pensating cellular effects of delphinidin have to be consid-
ered. The concentration range leading to a significant
reduction of ERK1/2 phosphorylation (Fig. 5) is in accord-
ance with earlier findings on the suppression of the phos-
phorylation of the subsequent transcription factor Ets like
kinase 1 (ELK-1) by delphinidin, measured in a reporter
gene assay [5].

In contrast to delphinidin, its methoxylated analog malvi-
din showed no inhibitory effect on the autophosphorylation
of the EGFR and/or the ErbB2 receptor in intact cells.
These results are in accordance with earlier studies on the
effect of malvidin on the PTK activity of the EGFR in a
cell-free test system, showing that within the class of antho-
cyanidins vicinal hydroxyl groups are prerequisite for
potent EGFR inhibition [5, 6]. However, although malvidin
did not affect the upstream located RTKs, a potent suppres-
sion of the activity of the downstream localised kinases
ERK1/2 was shown previously [5, 26]. Thus, it is tempting
to speculate that the effective suppression of ERK1/2 phos-
phorylation by malvidin results from the interference with
crosstalking signalling pathways such as e.g. the 39,59-cyclic
adenosine monophosphate (cAMP) pathway [6].

The flavonol quercetin has been reported earlier as an
inhibitor of the PTK activity of the EGFR [7, 23, 24]. From
the flavonoids included in this study, quercetin exhibited by
far the most potent inhibitory properties on the phosphory-
lation status of the EGFR in HT29 cells (Fig. 6; Table 1).
The potent inhibition of the EGFR phosphorylation by
quercetin was found to be associated with an effective sup-
pression of the activity of the subsequent MAP kinases
ERK1/2 (Fig. 7), however only at higher concentrations
compared to the effects at the level of the upstream local-
ised EGFR. These data indicate that in HT29 cells quercetin
succeeds to downregulate the activity of the EGFR-MAPK-
signalling cascade, but apparently with a loss of its potency.
In contrast, Bhatia et al. (2001) observed only a marginal
effect on the EGFR activity in A431 cells up to 200 lM
[24], indicating cell-type specificity. However, in a reporter
gene approach in A431 cells a decrease of the phosphoryla-
tion of the transcription factor ELK-1 by quercetin treat-
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Figure 9. Western blot analysis of the ErbB2 receptor protein
in A431 cells after 45 min treatment with EGCG. Arbitrary light
units were plotted as T/C (%), with the respective solvent con-
trol (1% DMSO) stimulated by 100 ng/mL EGF set as 100%.
The presented data are the mean l SD of three independent
experiments with similar outcome, as shown for one represen-
tative experiment. The significances indicated were calculated
to the lowest applied concentration (** = p a 0.005; *** = p a

0.001). AG1478/879 EGFR/ErbB2 specific inhibitor (5 lM).

Table 1. Suppression of the phosphorylation status of the
EGFR and the ErbB2 receptor in HT29 cells and A431 cells,
respectively

Compound EGFR phosphorylation
IC50 (lM)

ErbB2 phos-
phorylation
IC50 (lM)

HT29 cells A431 cells A431 cells

Delphinidin 54 l 11 71 l 32 60 l 21
Quercetin 0.6 l 0.1 nt A150
EGCG nt nt A150

nt, not tested.
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ment was reported [7]. Interestingly, in A431 cells, querce-
tin has also only marginal inhibitory properties on the activ-
ity of the ErbB2 receptor (Fig. 8). The results in A431 cells
indicate that alternative upstream signalling elements are
affected by quercetin responsible for the suppression of
ERK1/2 activity measured as ELK-1 phosphorylation.

The green tea catechin EGCG has been repeatedly
described as a potent inhibitor of the activity of the EGFR
in isolated test systems as well as in intact cells [4, 5, 7, 24,
27]. Treatment of A431 cells with EGCG diminishes con-
centration-dependent the autophosphorylation of the EGFR
(70–80% inhibition at 200 lM, 24). In A431 cells also the
phosphorylation of the ErbB2 receptor was significantly
suppressed by EGCG (Fig. 9), albeit less effective com-
pared to delphinidin (Fig. 2B; Table 1).

Polyphenols represent a wide variety of compounds in
our diet and occur mainly as glycosides. The bioavailability
appears to differ strongly between the various polyphenols,
and the most abundant polyphenols in our diet are not nec-
essarily those that have the best bioavailability profile. Del-
phinidin glycosides are detected in low concentrations as
unmetabolised forms in the plasma, whereas only small
amounts of metabolites and no delphinidin aglycone could
be determined [28]. Due to unsatisfying overall recovery
rates, still characteristic for bioavailability studies with
anthocyanins, it cannot be excluded that the systemic bioa-
vailability might be underestimated [29–31]. But, even if
some underestimation of the plasma levels are taken into
account, it appears unlikely that systemic concentrations of
delphinidin are reached which are sufficient for effective
inhibition of the EGFR and the ErbB2 receptor. However,
locally in the gastrointestinal tract respective concentra-
tions might be reached especially by the consumption of
respectively enriched functional food or food supplements.
Studies with ileostoma patients showed that the majority of
anthocyanins are detected in the ileostoma fluid demon-
strating that substantial amounts of these compounds
indeed reach the colon [32].

The bioavailability of quercetin appears to exceed that of
anthocyanins, however, different studies reported that quer-
cetin is present in the plasma predominantly in conjugated
forms [29]. Thus, the relevance of EGFR inhibition in vivo
is still unclear. In contrast to quercetin, the catechin EGCG
has been reported to be present in plasma in a large propor-
tion (1 lmol/L) in a free form, which might indeed affect
receptor activity of respective target tissue [33].

In summary, we found that the inhibitory properties of
delphinidin are not limited to the isolated EGFR, but are
also of relevance within intact cells. Among the tested fla-
vonoids, quercetin was identified as the most potent inhibi-
tor of the phosphorylation of the EGFR in HT29 cells,
effectively suppressing the subsequent MAPK cascade.
Concomitantly, delphinidin, quercetin and EGCG were
found to suppress the phosphorylation of the ErbB2 recep-
tor, with delphinidin exhibiting the strongest inhibitory

properties. Their potency on ErbB2 receptor phosphoryla-
tion can be summarised as delphinidin A EGCG A querce-
tin. The effectiveness of delphinidin towards the EGFR and
ErbB2 receptor was comparable, indicating a broader activ-
ity against RTKs. In low micromolar concentrations delphi-
nidin even showed some preference towards the ErbB2
receptor. Thus, quercetin and delphinidin appear to differ in
their activity profile towards the ErbB receptor family
members. Whereas quercetin was most effective against the
EGFR, delphinidin exhibited some preferences toward the
ErbB2 receptor.
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(www.flavonet.org), supported by the grant MA 1659/6-1/2
of the Deutsche Forschungsgemeinschaft.

The authors have declared no conflict of interest.

5 References

[1] Verriah, S., Kautenburger, T., Habermann, S., Sauer, J., et al.,
Apple flavonoids inhibit growth of HT29 human colon cancer
cells and modulate expression of genes involved in the bio-
transformation of xenobiotics. Mol. Carcinog. 2006, 45,
164–174.

[2] Nguyen, T. T., Tran, E., Nguyen, T. H., Do, P. T., et al., The
role of activated MEK-ERK pathway in quercetin-induced
growth inhibition and apoptosis in A549 lung cancer cells.
Carcinogenesis 2004, 25, 647–659.

[3] Karnes, W. E. Jr., Weller, S. G., Adjei, P. N., Kottke, T. J., et
al., Inhibition of epidermal growth factor receptor kinase
induces protease-dependent apoptosis in human colon cancer
cells. Gastroenterology 1998, 114, 930–939.

[4] Liang, Y. C., Lin-Shiau, S. Y., Chen, C. F., Lin, J. K., Suppres-
sion of extracellular signals and cell proliferation through
EGF receptor binding by (–)-epigallocatechin gallate in
human A431 epidermoid carcinoma cells. J. Cell Biochem.
1997, 67, 55–65.

[5] Meiers, S., Kem�ny, M., Weyand, U., Gastpar, R., et al., The
anthocyanidins cyanidin and delphinidin are potent inhibitors
of the epidermal growth factor receptor. J. Agric. Food Chem.
2004, 49, 958–962.

[6] Marko, D., Puppel, N., Tjaden, Z., Jakobs, S., Pahlke, G., The
substitution pattern of anthocyanidins affects different cellu-
lar signaling cascades regulating cell proliferation. Mol. Nutr.
Food Res. 2004, 48, 318–325.

[7] Kern, M., Tjaden, Z., Ngiewih, Y., Puppel, N., et al., Inhibi-
tors of the epidermal growth factor receptor in apple juice
extract, Mol. Nutr. Food Res. 2005, 49, 317–328.

[8] van der Geer, P., Hunter, T., Lindberg, R. A., Receptor protein
tyrosine kinases and their signal transduction pathways. Ann.
Rev. Cell Biol. 1994, 10, 251 –337.

[9] Yarden, Y., Sliwkowski, M. X., Untangling the ErbB signal-
ling network, Nat. Rev. Mol. Cell. Biol. 2001, 2, 127–137.

[10] Rubin, I., Yarden, Y., The basic biology of HER2, Ann.
Oncol. 2001, 12, 3–8.

[11] Bazely, L. A., Gullick, W. J., The epidermal growth factor
receptor family, Endocr. Relat. Canc. 2005, 12, 17–27.

821

i 2008 WILEY-VCH Verlag GmbH & Co. KGaA, Weinheim www.mnf-journal.com



D. Fridrich et al. Mol. Nutr. Food Res. 2008, 52, 815 –822

[12] Olayioye, M. A., Neve, R. M., Lane, H. A., Hynes, N. E., The
ErbB signalling network: Receptor heterodimerization in
development and cancer. EMBO J. 2000, 19, 3159 –3167.

[13] Prenzel, N., Fischer, O. M., Streit, S., Hart, S., Ullrich, A.,
The epidermal growth factor receptor family as a central ele-
ment for cellular signal transduction and diversification.
Endocr. Relat. Canc. 2001, 8, 11–31.

[14] Wells, A., Molecules in focus: EGF receptor. Int. J. Biochem.
Cell Biol. 1999, 31, 637–643.

[15] Pinkas-Kramarski, R., Shelly, M., Guarino, B. C., Wang, L.
M., et al., ErbB tyrosine kinases and the two neuregulin fami-
lies constitute a ligand-receptor network. Mol. Cell Biol.
1998, 18, 6090 –6101.

[16] Jorissen, R. N., Walker, F., Pouliot, N., Garrett, T. P. J., et al.,
Epidermal growth factor receptor: mechanisms of activation
and signaling. Exp. Cell Res. 2003, 284, 31–53.

[17] Pinkas-Kramarski, R., Soussan, L., Waterman, H., Levko-
witz, G., et al., Diversification of Neu differentiation factor
and epidermal growth factor signaling by combinatorial
receptor interactions. EMBO J. 1996, 15, 2452 –2467.

[18] Burden, S., Yarden, Y., Neuregulins and their receptors: A
versatile signaling module in organogenesis and oncogenesis.
Neuron 1997, 18, 847–855.

[19] Tzahar, E., Waterman, H., Chen, X., Levkowitz, G., et al., A
hierarchical network of interreceptor interactions determines
signal transduction by Neu differentiation factor/neuregulin
and epidermal growth factor. Mol. Cell Biol. 1996, 16, 5276 –
5287.

[20] Karunagaran, D., Tzahar, E., Beerli, R. R., Chen, X., et al.,
ErbB-2 is a common auxilary subunit of NDF and EGF recep-
tors: Implications for breast cancer. EMBO J. 1996, 15, 254 –
264.

[21] Sah, J. F., Balasubramanian, S., Eckert, R. L., Rorke, E. A.,
Epigallocatechin-3-gallate inhibits epidermal growth factor
receptor signalling pathway. Evidence for direct inhibition of
ERK1/2 and AKT kinases. J. Biol. Chem. 2004, 279, 12755 –
12762.

[22] Fridrich, D., Kern, M., Fritz, J., Pahlke, G., et al., The epider-
mal growth factor receptor and human topoisomerases repre-
sent potential cellular targets of oligomeric procyanidins.
Mol. Nutr. Food Res. 2007, 51, 192–200.

[23] Lee, L. T., Huang, Y. T., Hwang, J. J., Lee, P. P., et al., Block-
ade of the epidermal growth factor receptor tyrosine kinase
activity by quercetin and luteolin leads to growth inhibition
and apoptosis of pancreatic tumor cells. Anticancer Res.
2002, 22, 1615 –1627.

[24] Bhatia, N., Agarwal, C., Agarwal, R., Differential responses
of skin cancer-chemopreventive agents silibinin, quercetin,
and epigallocatechin 3-gallate on mitogenic signaling and
cell cycle regulators in human epidermoid carcinoma A431
cells. Nutr. Canc. 2001, 39, 292 –299.

[25] Zhou, Y., Brattain, M. G., Synergy of epidermal growth factor
receptor kinase inhibitor AG1478 and Erb2 kinase inhibitor
AG879 in human colon carcinoma cells is associated with
induction of apoptosis, Canc. Res., 2005, 65, 5848–5856.

[26] Fritz, J., Kern, M., Pahlke, G., Vatter, S., Marko, D., Biologi-
cal activities of malvidin, a red wine anthocyanidin, Mol.
Nutr. Food Res. 2006, 50, 390–395.

[27] Shimizu, M., Deguchi, A., Hara, Y., Moriwaki, H., Weinstein,
I. B., EGCG inhibits activation of the insulin-like growth fac-
tor-1 receptor in human colon cancer cells. Biochem. Bio-
phys. Res. Commun. 2005, 334, 947–953.

[28] Matsumoto, H., Ichiyanagi, T., Iida, H., Ito, K., et al.,
Ingested delphinidin-3-rutinoside is primarily excreted to
urine as the intact form and to bile as the methylated form in
rats. J Agric Food Chem. 2006, 54, 578 –582.

[29] Manach, C., Williamson, G., Morand, C., Scalbert, A., R�m-
�sy, C., Bioavailability and bioefficacy of polyphenols in
humans. I. Review of 97 bioavailability studies. Am. J. Clin.
Nutr. 2005, 81, 230–242.

[30] Russell, W. R., Labalt, A., Scobbie, L., Duncan, S. H., Avail-
ability of blueberry phenolics for microbial metabolism in
the colon and the potential inflammatory implications. Mol.
Nutr. Food Res. 2007, 51, 726–731.

[31] Wu, X., Pittman, H. E., Prior, R. L., Fate of anthocyanins and
antioxidant capacity in contents of the gastrointestinal tract
of weanling pigs following black raspberry consumption. J.
Agric. Food Chem. 2006, 54, 583–589.

[32] Kahle, K., Kraus, M., Scheppach, W., Ackermann, M., et al.,
Studies on apple and blueberry fruit constituents: Do the pol-
yphenols reach the colon? Mol. Nutr. Food Res. 2006, 50,
418–423.

[33] Lambert, J. D., Yang, C. S., Mechanisms of cancer prevention
by tea constituents. J. Nutr. 2003, 10, 3262 –3267.

822

i 2008 WILEY-VCH Verlag GmbH & Co. KGaA, Weinheim www.mnf-journal.com


