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Abstract: Chalcones exhibit chemopreventive and antitumor effects. Tumor necrosis
factor-related apoptosis-inducing ligand (TRAIL) is a naturally occurring anticancer agent
that induces apoptosis in cancer cells and is not toxic to normal cells. We examined the
cytotoxic and apoptotic effect of five chalcones in combination with TRAIL on prostate
cancer cells. The cytotoxicity was evaluated by the MTT and LDH assays. The apoptosis
was determined using flow cytometry with annexin V-FITC. Our study showed that all five
tested chalcones: chalcone, licochalcone-A, isobavachalcone, xanthohumol, butein
markedly augmented TRAIL-mediated apoptosis and cytotoxicity in prostate cancer cells
and confirmed the significant role of chalcones in chemoprevention of prostate cancer.
Keywords: chalcones; TRAIL (tumor necrosis factor-related apoptosis-inducing ligand);
apoptosis; chemoprevention; prostate cancer
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1. Introduction
Chalcones (1,3-diphenyl-2-propen-1-ones)―one of the major classes of natural products with
widespread distribution in spices, tea, beer, fruits and vegetables―have been recently subject of great
interest for their pharmacological activities [1]. Chalcones are precursor compounds in flavonoid
biosynthesis in plants. Chemically they consist of open-chain flavonoids in which the two aromatic
rings are joined by a three-carbon α,β-unsaturated carbonyl system [2–4]. Chalcones have been
reported to possess antiinflammatory, antimicrobial, antioxidant and anticancer properties [4–9].
Prostate cancer is one of the most commonly diagnosed cancers in men, and the second leading
cause of cancer deaths in the European Union and United States of America [10]. Many antitumor
drugs have been developed for prostate cancer patients, but their intolerable systemic toxicity often
limits their clinical use. Chemoprevention is one of the most promising approaches in prostate cancer
research, in which natural or synthetic agents are used to prevent this malignant disease [10–12]. The
in vitro studies showed that chalcones inhibit the proliferation of prostate cancer cells by inducing
apoptosis and blocking cell cycle progression [13–17].
Tumor necrosis factor related apoptosis inducing ligand (TRAIL), a member of TNF superfamily,
selectively induces apoptosis in cancer cells with no toxicity against normal tissues. Soluble or
expressed on lymphocytes T, macrophages and NK cells, molecules TRAIL plays an important role in
immune surveillance and defense mechanisms against tumor cells. TRAIL induces programmed death
in various cancer cells through its interaction with the death receptor TRAIL-R1 and/or
TRAIL-R2 [18,19]. However, some tumor cells are resistant to TRAIL-mediated cytotoxicity. The
decreased expression of death receptors TRAIL-R1 (DR4) and TRAIL-R2 (DR5) or increased
expression of antiapoptotic proteins in cancer cells are involved in TRAIL-resistance [20]. We and
others have shown that TRAIL-resistant prostate cancer cells can be sensitized by chemotherapeutic
agents, ionizing radiation or dietary polyphenols [21–25].
In this work we investigated the apoptotic and/or cytotoxic effect of chalcones in combination with
TRAIL on prostate cancer cells. Our results indicated that all five tested chalcones: chalcone,
licochalcone-A, isobavachalcone, xanthohumol and butein markedly augment TRAIL mediated
apoptosis in LNCaP prostate cancer cells. We showed for the first time that chalcones sensitize
prostate cancer cells to TRAIL induced apoptosis. The TRAIL-mediated cytotoxic and apoptotic
pathways may be a target of chemopreventive agents in prostate cancer cells and overcoming
TRAIL-resistance by chalcones may be one of the mechanisms responsible for their cancer
preventive effects.
2. Results and Discussion
2.1. Cytotoxic and Apoptotic Effects of Chalcones in Prostate Cancer Cells
Recent epidemiological studies have confirmed the role of polyphenols in prevention of prostate
cancer [11,26,27]. Chalcones are plant-derived polyphenols belonging to the flavonoid family and
widely investigated in various therapeutic areas. The previous experimental studies suggested that
these compounds exert in vitro chemopreventive activity [6–9]. Chalcones inhibit cell growth and
induce apoptosis in prostate cancer cells [13–17]. Panduratin A, a chalcone isolated from Kaempferia
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pandurata, induces apoptosis and G2/M cell cycle arrest in androgen-independent prostate cancer cells
PC3 and DU145 [14]. Licochalcone A and isoliquiritigenin detected in Glycyrrhiza glabra inhibit
proliferation and block cell cycle progression in the G2/M phase in PC3 and DU145 cells [15,16].
Xanthohumol identified in Humulus lupulus exhibited antiproliferative activities on PC3 and DU145
cells [17]. We have demonstrated that treatment of LNCaP prostate cancer cells with chalcones inhibits
cell proliferation by induced cytotoxicity and apoptosis. Figure 1 presents the structures of chalcones
used in this study.
Figure 1. Chemical structures of the studied chalcones.
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The LNCaP cells were incubated for 48 hours with five chalcones: chalcone, licochalcone-A,
isobavachalcone, xanthohumol and butein. The chalcones inhibited growth and induced apoptosis in
prostate cancer cells in a dose dependent manner. The cytotoxic effect of chalcones at the
concentrations of 20–50 μM on LNCaP cells were 1.80 ± 0.82%–9.19 ± 0.87% cell death (Figure 2A).
The annexin V assay revealed apoptotic cells exposed to chalcones which is demonstrated in Figure 2B
(statistical analysis in Table 1). These compounds induced 3.03 ± 0.19%–12.87 ± 0.20% apoptotic
cells. Our study showed that all tested chalcones exhibited low cytotoxic and apoptotic activity against
LNCaP cells.
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Figure 2. Cytotoxic and apoptotic effects of chalcones on LNCaP prostate cancer cells.
The cancer cells were incubated for 48 hours with five chalcones: chalcone, licochalcone-A,
isobavachalcone, xanthohumol and butein at the concentrations of 20 μM and 50 μM. The
values represent mean ± SD of three independent experiments performed in quadruplicate
(n = 12) for cytototoxicity, or in duplicate (n = 6) for apoptosis (p < 0.05). (A) Cytotoxic
activity of chalcones in LNCaP cells. The percentage of cell death was measured by MTT
cytotoxicity assay. (B) Chalcone-induced apoptosis in LNCaP cells. Detection of apoptotic
cell death by annexin V-FITC staining using flow cytometry.
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Table 1. Apoptosis induced by chalcones - p values.
Post-hoc test
p=
Control: LNCaP cells (1)
Chalcone 20 [µM] (2)
Chalcone 50 [µM] (3)
Licochalcone-A 20 [µM] (4)
Licochalcone-A 50 [µM] (5)
Isobavachalcone 20 [µM] (6)
Isobavachalcone 50 [µM] (7)
Xanthohumol 20 [µM] (8)
Xanthohumol 50 [µM] (9)
Butein 20 [µM] (10)
Butein 50 [µM] (11)

(1)
2E-05
1E-05
8E-06
1E-05
2E-05
3E-05
3E-05
2E-05
1E-05
2E-05

(2)
2E-05
2E-05
2E-05
8E-06
8E-06
2E-05
9E-06
3E-05
2E-05
3E-05

(3)
1E-05
2E-05
3E-05
2E-05
1E-05
8E-06
2E-05
2E-05
9E-06
9E-06

(4)
8E-06
2E-05
3E-05

(5)
1E-05
8E-06
2E-05
2E-05

(6)
(7)
2E-05 3E-05
8E-06 2E-05
1E-05 8E-06
0.1632 2E-05
2E-05
3E-05 0.8617
0.1632 3E-05
2E-05
2E-05 0.8617 2E-05
8E-06 2E-05 2E-05 9E-06
1E-05 2E-05 1E-05 2E-05
3E-05 0.5419 3E-05 0.7127
1E-05 8E-06 1E-05 2E-05

(8)
3E-05
9E-06
2E-05
8E-06
2E-05
2E-05
9E-06
3E-05
8E-06
2E-05

(9)
(10)
2E-05 1E-05
3E-05 2E-05
2E-05 9E-06
1E-05 3E-05
2E-05 0.5419
1E-05 3E-05
2E-05 0.7127
3E-05 8E-06
8E-06
8E-06
9E-06 2E-05

(11)
2E-05
3E-05
9E-06
1E-05
8E-06
1E-05
2E-05
2E-05
9E-06
2E-05

2.2. Cytotoxic and Apoptotic Effects of TRAIL in Prostate Cancer Cells
TRAIL is a naturally occurring anticancer agent expressed in immune cells that preferentially
induces apoptosis in cancer cells [18,19]. Apoptosis is a highly regulated mechanism by which cells
undergo programmed cell death. Resistance to apoptosis is a hallmark of cancer, with both loss of
proapoptotic signals (decreased expression of death receptors TRAIL-R1 and TRAIL-R2) and the gain
of the antiapoptotic mechanisms (increased expression of antiapoptotic proteins) contributing to
tumorigenesis [19,20]. TRAIL induces programmed death in various cancer cells in vitro and
in vivo [19,28]. We and others have shown that LNCaP prostate cancer cells are resistant to
TRAIL-mediated cytotoxicity [23–25]. TRAIL induced cytotoxic and apoptotic effects in LNCaP cells
in a dose-dependent manner. The cytotoxicity of TRAIL at the concentrations of 20–200 ng/mL after
48 hours’ incubation were 7.27 ± 0.64%–23.91 ± 0.70% cell death (Figure 3A). Figure 3B presents
TRAIL induced apoptosis in LNCaP cancer cells determined by annexin V staining followed by flow
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cytometry. The 48 hours’ exposure to TRAIL increased the percentage of apoptotic cells in a
dose-dependent manner to 7.50 ± 0.47%–25.23 ± 0.46%.
Figure 3. Cytotoxic and apoptotic effect of TRAIL on LNCaP prostate cancer cells. The
cancer cells were incubated for 48 hours with TRAIL at the concentrations of
20–200 ng/mL. The values represent mean ± SD of three independent experiments
performed in quadruplicate (n = 12) for cytototoxicity, or in duplicate (n = 6) for apoptosis
(p < 0.05). (A) Cytotoxic activity of TRAIL in LNCaP cells. The percentage of cell death
was measured by MTT cytotoxicity assay. (B) TRAIL-induced apoptosis in LNCaP cells.
Detection of apoptotic cell death by annexin V-FITC staining using flow cytometry.
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2.3. Cytotoxic and Apoptotic Effects of TRAIL in Combination with Chalcones in Prostate Cancer Cells
One of the most challenging tasks concerning cancer is to induce apoptosis in malignant cells,
researchers are increasingly focusing on natural products to modulate apoptotic signaling pathways
[12,27,29,30]. The role of dietary flavonoids in prevention of prostate cancer has been confirmed in
previous epidemiological studies, however the mechanism of chemoprevention by these polyphenols
largely remains unknown [11]. Chalcones constitute an important group of flavonoids which besides
antitumor activity possess immunomodulatory properties. There is accumulating evidence that cancer
prevention by flavonoids affect the anticancer immunity [27,29]. Ferguson and Philpott reported about
dietary bioactive food components interacting with the immune response and having potential to
reduce the risk of cancer [31]. Jakobisiak et al. confirmed the role of TRAIL in the immune
mechanisms of protection against cancer [32]. Immunomodulation through natural substances may be
considered as an alternative for prevention of malignant disease [29,31].
As shown in Figures 2 and 3, chalcones or TRAIL alone induced little apoptotic and cytotoxic
effect on LNCaP cells. We then tested chalcones in combination with TRAIL on prostate cancer cells.
We investigated the cytotoxic effect on LNCaP cells of five chalcones: chalcone, licochalcone-A,
isobavachalcone, xanthohumol and butein, at concentrations of 20 and 50 μM in combination with
TRAIL at concentrations of 20–100 ng/mL. The cytotoxicity measured by a MTT assay is shown in
Figure 4. Chalcones in combination with TRAIL increased the percentage of cell death
(22.98 ± 0.84%–80.06 ± 0.87% for chalcone, 25.36 ± 0.98%–89.32 ± 0.47% for licochalcone-A,
24.47 ± 0.84%–85.90 ± 0.91% for isobavachalcone, 26.22 ± 1.22%–93.20 ± 0.60% for xanthohumol
and 36.82 ± 0.87%–81.97 ± 0.84% for butein) compared to cytotoxicity of TRAIL and chalcones alone.
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Figure 4. Cytotoxic activity of TRAIL in combination with chalcones in LNCaP prostate
cancer cells. The cancer cells were incubated for 48 hours with TRAIL at the
concentrations of 20–100 ng/mL and chalcones: (A) chalcone, (B) licochalcone-A, (C)
isobavachalcone, (D) xanthohumol and (E) butein at the at the concentrations of 20 μM and
50 μM. The percentage of cell death was measured by MTT cytotoxicity assay. The values
represent mean ± SD of three independent experiments performed in quadruplicate (n = 12)
(p < 0.05).
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TRAIL and tested chalcones induced their cytotoxic effect in cancer cells by the apoptotic pathway,
as the necrotic cell death percentage of LNCaP cells examined by Apoptest-FITC and lactate
dehydrogenase assay was near 0%.
We found out that chalcones strongly cooperated with TRAIL to induce apoptosis in LNCaP cells.
The percentage of the apoptotic cells after 48 hours’ exposure to 100 ng/mL TRAIL and 50 μM
chalcones were elevated at 82.71 ± 0.56% for chalcone, at 91.12 ± 1.04% for licochalcone-A, at
86.83 ± 0.85% for isobavachalcone, at 92.53 ± 0.62% for xanthohumol and at 83.53 ± 0.64% for
butein (Figure 5). Statistical analysis is demonstrated in Table 2.
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Figure 5. TRAIL induced apoptosis in combination with chalcones in LNCaP prostate
cancer cells. The cancer cells were incubated for 48 hours with TRAIL at the
concentrations of 50 ng/ml and 100 ng/mL and chalcones: (A) chalcone, (B) licochalcone-A,
(C) isobavachalcone, (D) xanthohumol and (E) butein at the concentrations of 20 μM and
50 μM. Detection of apoptotic cell death by annexin V-FITC staining using flow
cytometry. The values represent mean ± SD of three independent experiments performed in
duplicate (n = 6) (p < 0.05).
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Chalcones enhanced the apoptosis-inducing potential of TRAIL and sensitized TRAIL-resistant
LNCaP prostate cancer cells. Two similar studies with chalcones showed that isoliquiritigenin and
butein synergistically induced apoptosis with TRAIL in malignant tumor cells [33,34]. Yoshida et al.
indicated that isoliquiritigenin overcomes TRAIL-resistance in HT29 human colon cancer cells
through upregulation of death receptor TRAIL-R2 (DR5) [33]. Kim explained the molecular
mechanism by which butein augments TRAIL-mediated apoptosis in U937 human leukemia cells and
confirmed the ability of butein to increase expression of death receptor TRAIL-R2 (DR5) and the
caspase-3 activation [34]. Except butein there is no evidence of TRAIL cotreatment with other tested
chalcones. The cytotoxic and apoptotic effects of chalcone, licochalcone-A, isobavachalcone and
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xanthohumol in combination with TRAIL on cancer cells were examined for the first time in our study.
Therefore, further investigations will be required to explain the cellular signaling pathways by which
chalcones sensitize cancer cells to TRAIL induced death.
Table 2. Apoptosis induced by chalcones at concentrations 20 μM and 50 μM with TRAIL
at concentrations 50 ng/mL and 100 ng/mL–p values.
Post - hoc test.
p=
Chalcone (1)
Licochalcone (2)
Isobavachalcone (3)
Xanthohumol (4)
Butein (5)

p=
Chalcone (1)
Licochalcone (2)
Isobavachalcone (3)
Xanthohumol (4)
Butein (5)

(1)
0.000112
0.000161
0.000129
0.00012

(1)
0.402463
0.00012
0.000161
0.000112

TRAIL - 50 ng/ml
Chalcones 20 µM
(2)
(3)
(4)
(5)
(1)
0.000112 0.000161 0.000129 0.00012
0.00012 0.000161 0.000112 0.000161
0.00012
0.000126 0.000257 0.00012
0.000161 0.000126
0.00012 0.000129
0.000112 0.000257 0.00012
0.000112

Chalcones 50 µM
(2)
(3)
(4)
(5)
0.000161 0.00012 0.000129 0.000112
0.000112 0.000112 0.00012
0.000112
0.00012 0.000112
0.000112 0.00012
0.000161
0.00012 0.000112 0.000161

TRAIL - 100 ng/ml
Chalcones 20 µM
(2)
(3)
(4)
(5)
(1)
0.402463 0.00012 0.000161 0.000112
0.000161 0.000129 0.00012 0.000161
0.000161
0.00315 0.019365 0.00012
0.000129 0.00315
0.000122 0.000129
0.00012 0.019365 0.000122
0.010564

Chalcones 50 µM
(2)
(3)
(4)
(5)
0.000161 0.00012 0.000129 0.010564
0.000112 0.000138 0.00012
0.000112
0.00012 0.000112
0.000138 0.00012
0.000161
0.00012 0.000112 0.000161

Our results demonstrated that chalcones markedly augmented TRAIL mediated apoptosis in
prostate cancer cells. Chalcones restored TRAIL sensitivity in TRAIL-resistant LNCaP cells. In our
study all five tested chalcones: chalcone, licochalcone-A, isobavachalcone, xanthohumol and butein
exhibited strong cytotoxic and apoptotic effects in combination with TRAIL against prostate
cancer cells.
The different activity of chalcones in this study depends on the nature and position of substituents in
the chalcone structure. The studied compounds with substituents in combination with TRAIL increased
cytotoxic effect and apoptosis in comparison to chalcone. The presence of the methoxy group in
xanthohumol at the 6’ position increases its activity compared to isobavachalcone. Xanthohumol alone
and in combination with TRAIL was the most active compound in apoptosis induction of cancer cells
(Tables 1 and 2). The isomerization of chalcones can convert their structures to flavanones. Our
unpublished observations confirmed that isoxanthohumol, as an isomerization product of
xanthohumol, showed with or without TRAIL lower cytotoxic and apoptotic effect against LNCaP
cells than chalcone (without substituents). It may indicate the important role of the basic structure of
chalcone in cytotoxic and apoptotic reactions.
Many plant and animal extract rich in phenols and polyphenols shown various biological activities
including antioxidant, anticancer and immunomodulatory properties [35–38]. TRAIL is a key effector
molecule expressed on immune cells responsible for surveillance against tumor development [32]. Our
study showed the impact of chalcones on the anticancer immune defense through the interaction and
modulation of the TRAIL-mediated apoptotic pathway in prostate cancer cells. The findings suggest
that chalcones may exert a chemopreventive effect in cooperation with endogenous TRAIL in vivo.
The TRAIL potential enhancement by chalcones suggests that these compounds can be used in
prostate cancer chemoprevention.
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3. Experimental Section
3.1. Chemicals
3.1.1. Chalcones
The five chalcones: chalcone (trans-benzylideneacetophenone) (1), licochalcone-A (E-3-[5-(1,1diethyl-2-propenyl)-4-hydroxy-2-methoxyphenyl]-1-(4-hydroxypenyl)-2-propen-1-one) (2), isobava-chalcone (2’,4’,4-trihydroxy-3’-[3’-methylbut-3’-ethyl]chalcone) (3), xanthohumol (2’,4,4’-trihydroxy-3’-prenyl-6’-methoxychalcone) (4) and butein (2’,3,4,4’-tetrahydroxychalcone) (5) were
purchased from Alexis Biochemicals (Lausanne, Switzerland).
3.1.2. TRAIL
Recombinat human TRAIL was purchased from PeproTech Inc. (Rocky Hill, NJ, USA).
3.2. Cell Culture
The experiments were performed on human hormone-sensitivity prostate cancer LNCaP cells
(DSMZ - German Collection of Microorganisms and Cell Cultures, Braunschweig, Germany). The
cancer cells were grown in monolayer cultures in RPMI 1640 medium with 10% fetal bovine serum,
4 mM L-glutamine, 100 U/mL penicillin, and 100 μg/mL streptomycin and incubated at 37 °C in
atmosphere containing 5% CO2 [24,25]. Reagents for cells culture were purchased from PAA The Cell
Culture Company (Pasching, Austria).
3.3. Cytotoxicity Assay
The cytotoxicity was measured by a 3-[4,5-dimethylthiazol-2-yl]-2,5 diphenyltetrazolium (MTT)
assay as described [24,25,28]. The LNCaP cells (2 × 105/mL) were seeded 48 hours before the
experiments in a 96-well plate. Various combinations of chalcones (20 μM and 50 μM) with or without
TRAIL (20–200 ng/mL) were added to the cells, and 48 hours later the medium was removed and
20 μL MTT solutions (5 mg/mL) (Sigma Chemical Company, St Louis, MO, USA) were added to each
well for 4 h. The resulting crystals were dissolved in DMSO. Controls included native cells and
medium alone. The spectrophotometric absorbance of each well was measured using a microplate
reader (ELx 800, Bio-Tek Instruments Inc., Winooski, VT, USA) at 550 nm. The percent cytotoxicity
was calculated by the formula: percent cytotoxicity (cell death) = (1 − [absorbance of experimental
wells/absorbance of control wells]) × 100%.
3.4. Lactate Dehydrogenase Release Assay
Lactate dehydrogenase (LDH) is a stable cytosolic enzyme that is released upon membrane damage
in necrotic cells. LDH activity was measured using a commercial cytotoxicity assay kit (Roche
Diagnostics GmbH, Mannheim, Germany), in which LDH released in culture supernatants is measured
with a coupled enzymatic assay, resulting in conversion of a tetrazolium salt into red formazan
product. The LNCaP cells were treated with various concentrations of chalcones (20 μM and 50 μM)
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alone and in combination with TRAIL (20–200 ng/mL) for the indicated period of time. The sample
solution (supernatant) was removed and LDH released from cells was measured in culture medium.
The maximal release was obtained after treating control cells with 1% Triton X-100 (Sigma Chemical
Company, St. Louis, MO) for 10 minutes at a room temperature [24,25,28]. The necrotic percentage
was expressed using the formula, (sample value/maximal release) × 100%.
3.5. Determination of Apoptotic Cell Death by Annexin V-FITC Staining
Apoptosis was measured using flow cytometry to quantify the levels of decentable
phosphatidylserine (PS) on the outer membrane of apoptotic cells. Externalized PS on the outer surface
of the cytoplasmic membrane becomes labeled by fluorescein labeled annexin V, which has a high
affinity for PS-containing phospholipids bilayers. Prostate cancer cell line LNCaP (2 × 105/mL) cells
were seeded in 24-well plates for 48 hours and then exposed to chalcones (20 μM and 50 μM) and/or
TRAIL (20–200 ng/mL) for 48 hours. After a 48 hour incubation cancer cells were washed twice with
PBS and resuspended in 1 mL of binding buffer. Five hundred microliters of cell suspension was then
incubated with 5 μL of annexin V-FITC and 10 μL of propidium iodide (PI) for 10 min at a room
temperature in the dark. Annexin V assay was performed using the Apoptotest-FITC Kit (Dako,
Glostrup, Denmark). The population of annexin V-positive cells was evaluated by flow cytometry (BD
FACScan, Becton Dickinson Immnunocytometry Systems, San Jose, CA, USA) [25,35].
3.6. Statistical Analysis
The results are expressed as means ± S.D. obtained from three separate experiments performed in
quadruplicates (n = 12) for cytototoxicity or duplicates (n = 6) for apoptosis. The experimental means
were compared to the means of untreated prostate cancer cells harvested in a parallel manner and the
data was polled for replicate experiments. Statistical significance was evaluated using one- and
multiple-way ANOVA or Kruskal-Wallis test followed by the post hoc test. p-values < 0.05 were
considered significant.
4. Conclusions
In this work we investigated the apoptotic and/or cytotoxic effect of five chalcones (chalcone,
lipochalcone-A, isobavachalcone, xanthohumol and butein) on prostate cancer cells in combination
with TRAIL. Our findings indicated that all tested chalcones: chalcone, lipochalcone-A,
isobavachalcone, xanthohumol and butein markedly augment TRAIL mediated apoptosis in LNCaP
cells. We showed for the first time that chalcones sensitize prostate cancer cells to TRAIL induced
apoptosis. The obtained results suggest that chalcones help anticancer immune defense in which
endogenous TRAIL takes part. The TRAIL-mediated cytotoxic and apoptotic pathways may be a
target of the chemopreventive agents in prostate cancer cells and the overcoming TRAIL-resistance by
chalcones may be one of the mechanisms responsible for their cancer preventive effects.

Int. J. Mol. Sci. 2010, 11

11

References
1.
2.
3.
4.
5.
6.

7.

8.
9.
10.
11.
12.

13.
14.

15.

16.

Dicarlo, G.; Mascolo, N.; Izzo, A.A.; Capasso, F. Flavonoids: Old and new aspects of class of
natural therapeutic drugs. Life Sci. 1999, 65, 337–353.
Dimmock, J.R.; Elias, D.W.; Beazely, M.A.; Kandepu, N.M. Bioactivities of chalcones. Curr.
Med. Chem. 1999, 6, 1125–1149.
Go, M.L.; Wu, X.; Liu, X.L. Chalcones: An update on cytotoxic and chemopreventive properties.
Curr. Med. Chem. 2005, 12, 481–499.
Echeverria, C.; Santibanez, J.S.; Donoso-Tauda, O.; Escobar, C.A.; Ramirez-Tagle, R. Structural
antitumoral activity relationships of synthetic chalcones. Int. J. Mol. Sci. 2009, 10, 221–231.
Nowakowska, Z. A review of anti-infective and anti-inflammatory chalcones. Eur. J. Med. Chem.
2007, 42, 125–137.
Miranda, C.L.; Stevens, J.F.; Helmrich, A.; Henderson, M.C.; Rodriguez, R.J.; Yang, Y.H.;
Deinzer, M.L.; Barnes, D.W.; Buhler, D.R. Antiproliferative and cytotoxic effects of prenylated
flavonoids from hops (Humulus lupus) in human cancer cell lines. Food Chem. Toxicol. 1999, 37,
271–285.
Shah, A.; Khan, A.M.; Qureshi, R.; Ansari, F.L.; Nazar, M.F.; Shah, S.S. Redox behavior of
anticancer chalcone on a glassy carbon electrode and evaluation of its interaction parameters with
DNA. Int. J. Mol. Sci. 2008, 9, 1424–1434.
Boumendjel, A.; Ronot, X.; Boutonnat, J. Chalcones derivatives acting cell cycle blockers:
Potential anticancer drugs? Curr. Drug Targets 2009, 10, 363–371.
Katsori, A.M.; Hadjipavlou-Latina, D. Chalcones in cancer: Understanding their role in terms of
QSAR. Curr. Med. Chem. 2009, 16, 1062–1081.
Heidenreich, A.; Aus, G.; Bolla, M.; Joniau, S.; Matveev, V.B.; Schmid, H.P.; Zattoni, F.
European association of urology. EAU guidelines on prostate cancer. Eur. Urol. 2008, 53, 68–80.
Syed, D.N.; Suh, Y.; Afag, F.; Mukhtar, H. Dietary agents for chemoprevention of prostate
cancer. Cancer Lett. 2008, 265, 167–176.
D’Archivio, M.; Santangelo, C.; Scazzocchio, B.; Vari, R.; Filesi, C.; Masella, R.; Giovannini, C.
Modulatory effects of polyphenols on apoptosis induction: Relevance for cancer prevention. Int. J.
Mol. Sci. 2008, 9, 213–228.
Zhou, J.; Geng, G.; Batist, G.; Wu, J.H. Syntheses and potential anti-prostate cancer activities of
ionone-based chalcones. Bioorg. Med. Chem. Lett. 2009, 19, 1183–1186.
Yun, J.M.; Kweon, M.H.; Kwon, H.; Hwang, J.K.; Mukhtar, H. Induction of apoptosis and cell
cycle arrest by a chalcone panduratin A isolated from Kaempferia pandurata in androgenindependent prostate cancer cells PC3 and DU145. Carcinogenesis 2006, 27, 1454–1564.
Fu, Y.; Hsieh, T.C.; Guo, J.; Kunicki, J.; Lee, M.Y.; Darzynkiewicz, Z.; Wu, J.M. LicochalconeA, a novel flavonoid isolated from licorice root (Glycyrrhiza glabra) causes G2 and late-G1
arrests in androgen-independent PC3 prostate cancer cells. Biochem. Biophys. Res. Commun.
2004, 322, 263–270.
Lee, Y.M.; Lim, Y.; Choi, H.J.; Jung, J.I.; Chung, W.Y.; Park, J.H. Induction of cell cycle arrest
in prostate cancer cells by the dietary compound isoliquiritigenin. J. Med. Food. 2009, 12, 8–14.

Int. J. Mol. Sci. 2010, 11

12

17. Desmulle, L.; Bellahcene, A.; Dhooge, W.; Comhaire, F.; Roelens, F.; Huvaere, K.; Heyerick, A.;
Castronovo, V.; Dekeukeleire D. Antiproliferative properties of prenylated flavonoids from hops
(Humulus lupulus L.) in prostate cancer cell lines. Phytomedicine. 2006, 13, 732–734.
18. Almasan, A.; Ashkenazi, A. Apo2L/TRAIL: Apoptosis signaling, biology and potential for cancer
therapy. Cytokine Growth Factor Rev. 2003, 14, 337–348.
19. Thorburn, A.; Behbakht, K.; Ford, H. TRAIL receptor-targeted therapeutics: Resistance
mechanisms and strategies to avoid them. Drug Resist. Updat. 2008, 11, 17–24.
20. Zhang, L.; Fang, B. Mechanisms of resistance to TRAIL-induced apoptosis in cancer. Cancer
Gene Ther. 2005, 12, 228–237.
21. Shankar, S.; Singh, T.R.; Srivastava, R.K. Ionizing radiation enhances the therapeutic potential of
TRAIL in prostate cancer in vitro and in vivo: Intracellular mechanisms. The Prostate 2004, 61,
35–49.
22. Horinaka, M.; Yoshida, T.; Shiraishi, T.; Nakata, S.; Wakada, M.; Sakai, T. The dietary flavonoid
apigenin sensitizes malignant tumor cells to tumor necrosis factor-related apoptosis-inducing
ligand. Mol. Cancer Ther. 2006, 5, 945–951.
23. Shankar, S.; Chen, Q.; Siddiqui, I.; Sarva, K.; Srivastava, R.K. Sensitization of TRAIL-resistant
LNCaP cells by resveratrol (3,4’,5-trihydroxystilbene): Molecular mechanisms and therapeutic
potential. J. Mol. Signal. 2007, 2, 27–36.
24. Szliszka, E.; Bronikowska, J.; Majcher, A.; Miszkiewicz, J.; Krol, W. Enhanced sensitivity of
hormone-refractory prostate cancer cells to tumor necrosis factor-related apoptosis-inducing
ligand (TRAIL) mediated cytotoxicity by taxanes. CEJ Urol. 2009, 62, 29–34.
25. Szliszka, E.; Czuba, Z.P.; Bronikowska, J.; Mertas, A.; Paradysz, A.; Krol, W. Ethanolic extract
of propolis (EEP) augments TRAIL-induced apoptotic death in prostate cancer cells. Evid. Based
Complement. Alternat. Med. 2009, doi:10.1093/ecam/nep180.
26. Thomasset, S.C.; Berry, T.P.; Garcea, G.; Marczylo, T.; Steward, W.P.; Gescher, A.J. Dietary
polyphenolic phytochemicals—Promising cancer chemopreventive agents in humans? A review
of their clinical properties. Int. J. Cancer. 2007, 120, 451–458.
27. Khan, N.; Adhami, V.M.; Mukhtar, H. Apoptosis by dietary agents for prevention and treatment
of cancer. Biochem. Pharmacol. 2008, 76, 1333–1339.
28. Szliszka, E.; Czuba, Z.P.; Jernas, K.; Krol, W. Dietary flavonoids sensitize HeLa cells to tumor
necrosis factor-related apoptosis-inducing ligand (TRAIL). Int. J. Mol. Sci. 2008, 9, 56–64.
29. Han, X.; Shen, T.; Lou, H. Dietary polyphenols and their biological significance. Int. J. Mol. Sci.
2007, 8, 950–988.
30. Ozmen, A.; Madlener, S.; Buer, S.; Krasteva, S.; Vonach, C.; Giessrigl, B.; Gridling, M.; Viola,
K.; Stark, N.; Saiko, P.; Michel, B.; Fritzer-Szekeres, M.; Szekeres, T.; Askin-Celik, T.; Krenn,
L.; Krupitza, G. In vitro anti-leukemic activity of the ethno-pharmacological plant Scutellaria
orientalis ssp. carica endemic to western Turkey. Phytomedicine. 2009, in press.
31. Ferguson, L.R.; Philpott, M. Cancer prevention by dietary bioactive components that target the
immune response. Curr. Cancer Drug Targets 2007, 7, 459–464.
32. Jakóbisiak, M.; Lasek, W.; Gołąb, J. Natural mechanisms protecting against cancer. Immunol.
Lett. 2003, 90, 103–122.

Int. J. Mol. Sci. 2010, 11

13

33. Yoshida, T.; Horinaka, M.; Takara, M.; Tsuchihashi, M.; Mukai, N.; Wakada, M.; Sakai, T.
Combination of isoliquiritigenin and tumor necrosis factor-related apoptosis-inducing ligand
induces apoptosis in colon cancer HT29 cells. Environ. Health Prev. Med. 2008, 13, 281–287.
34. Kim, N. Butein sensitizes human leukemia cells to apoptosis induced by tumor necrosis factorrelated apoptosis inducing ligand (TRAIL). Arch. Pharm. Res. 2008, 31, 1179–1186.
35. Szliszka, E.; Czuba, Z.P.; Domino, M.; Mazur, B.; Zydowicz, G.; Krol, W. Ethanolic extract of
propolis (EEP) enhances the apoptosis-inducing potential of TRAIL in cancer cells. Molecules
2009, 14, 738–754.
36. Moreira, L.; Dias, L.G.; Pereira, J.A.; Estevinho, L. Antioxidant properties, total phenols and
pollen analysis of propolis sample from Portugal. Food Chem. Toxicol. 2008, 46, 3482–3485.
37. Kim, K.T.; Yoo, K.M.; Lee, J.W.; Eom, S.H.; Hwang, I.K.; Lee, C.Y. Protective effect of steamed
American ginseng (Panax quinquefolius L.) on V79-4 cells induced by oxidative stress. J.
Ethnopharmacol. 2007, 111, 443–450.
38. Krol, W.; Czuba, Z.; Scheller, S.; Gabrys, S.; Shani, J. Antioxidant property of ethanolic extract
of propolis (EEP) as evaluated by inhibiting the chemiluminescence oxidation of luminol.
Biochem. Inter. 1990, 21, 593–597.
© 2010 by the authors; licensee Molecular Diversity Preservation International, Basel, Switzerland.
This article is an open-access article distributed under the terms and conditions of the Creative
Commons Attribution license (http://creativecommons.org/licenses/by/3.0/).

