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Epidemiological research on prostate cancer risk in men throughout the
world has identified significant correlations between dietary habits and pros-
tate cancer occurrence. These studies served as a catalyst for exploration into
the potential of dietary substances to act as chemopreventive agents against
this disease, and include green tea catechins, lycopene, soy isoflavones,
pomegranate phenolics, selenium, vitamins E and D, curcumin and resvera-
trol. Before these agents (in the dietary or purified forms) can be recom-
mended as useful chemopreventive strategies for patients, their activity must
be confirmed in rigorously designed clinical trials. This review discusses the
preclinical and clinical data available for these dietary agents and describes
relevant clinical trials currently being conducted.
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1. Introduction

One of the most striking epidemiological aspects of prostate cancer is the disparate
rate of occurrence and mortality observed between Eastern and Western
cultures [1-3] and even between more proximal regions such as the Mediterranean
area and Northern Europe 4,5]. This discrepancy has led to a search for those envi-
ronmental and/or lifestyle factors that are associated with populations of men with
low prostate cancer rates. There are increasing reasons to suspect that dietary habits
of men in these regions contribute significantly to this observation. Among the
most often cited dietary factors thought to play a role in protection against pros-
tate cancer are green tea catechins, lycopene, soy isoflavones, pomegranate pheno-
lics, selenium, vitamins E and D, curcumin and resveratrol. Indeed,
epidemiological and laboratory data suggest that dietary modifications that enrich
one’s intake of these substances may have chemopreventive effects against prostate
cancer. Chemoprevention — defined as pharmacological intervention with natu-
rally occurring or synthetic agents to prevent, arrest or reverse carcinogenesis [6] —
could be a prudent course of action for those men in regions with a high risk of
developing prostate cancer. In addition, because this disease typically occurs in
older men (generally after the age of 50 years), there is a reasonable amount of time
for interventions with chemopreventive strategies involving dietary modification
and nutritional supplementation.

In recognition of the extensive amount of epidemiological and laboratory research
that is identifying dietary substances as effectors of prostate cancer risk, there are
numerous ongoing clinical studies attempting to define the clinical benefits of spe-
cific natural products in preventing the occurrence of this disease. Observational
analyses of human patients (case-controlled and cohort studies) are extremely
beneficial in identifying important correlations between diet and prostate cancer
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risk. These studies are further driven by the demand for evi-
dence-based medical practice even in the realm of natural
products and nutritional supplements. Data generated from
these types of studies are critical for the development of
meaningful randomised, double-blinded, placebo-controlled
clinical trials that are ultimately needed to elucidate the
chemopreventive potential of these agents. Although this field
is still in its infancy and only limited clinical data are availa-
ble, a few initial studies have been conducted and several oth-
ers are currently ongoing and/or nearing completion. This
review discusses the current research findings and clinical data
available concerning the potential chemopreventive actions of
natural products that have been tested in both preclinical and
clinical settings so far.

2. Dietary substances with preclinical and
clinical evidence for prostate cancer
chemoprevention

2.1 Green tea and green tea catechins

The low incidence of prostate cancer among Asian popula-
tions has been attributed (in part) to their generous con-
sumption of green tea [7.8]. Laboratory evidence collected
from both 77 vitro and in vivo model systems further sup-
ports the anticancer activities of green tea catechins, particu-
larly (-)-epigallocatechin-3-gallate (EGCG) against prostate
cancer. In prostate cancer cell lines, EGCG has been demon-
strated to induce apoptosis [9-11], induce a GO/G1 cell-cycle
arrest [12], inhibit 5-o-reductase [13,14] and downregulate
androgen receptor (AR) protein expression [15]. Furthermore,
studies in the transgenic adenocarcinoma mouse prostate
(TRAMP) model have shown that green tea catechins can
significantly reduce or prevent the progression of prostate
cancer in this model [16,17]. Interestingly, a synergistic rela-
tionship between green tea catechins has been observed when
compared with EGCG alone in human colon cancer cells [18].
These data offer insight into the potential mechanisms of
action through which green tea consumption may reduce
prostate cancer risk.

A literature search on PubMed [101] using the search terms
‘green tea prostate cancer’ and ‘epigallocatechin gallate pros-
tate cancer with the search constraints set to include only
clinical trials resulted in the identification of three studies; the
chemoprevention trial and two chemotherapeutic trials. The
chemoprevention study [19] was a double-blind, placebo-con-
trolled trial conducted in patients with high-grade prostatic
intraepithelial neoplasia (HG-PIN) who were administered
600 mg/day of mixed green tea catechins. The first-year fol-
low up of the 5-year study reported the conversion rate from
HG-PIN to prostate cancer was ~ 3% in the experimental
group and 30% in the control group; however, no significant
change was observed in total prostate-specific antigen (PSA)
between the 2 arms. These promising findings were the first
to be reported for the chemopreventive actions of green tea
catechins in human patients.

However, data obtained from the two chemotherapeutic
studies are less suggestive of a benefit of green tea catechins for
prostate cancer treatment. The first study [20] was a Phase II
trial that showed very limited clinical benefit for patients with
asymptomatic prostate cancer with biopsy-proven malignancy
and clinical evidence of androgen-independent disease
(n = 42) 20). Following a dosing schedule of green tea powder
6 g/day for 6 months, only 1 patient (2%) demonstrated a
decline in serum PSA. No reductions in tumour mass were
noted by either radiographic assessment or physical examina-
tion. The authors of this study concluded that the green tea
powder did not demonstrate promising antineoplastic activity
in the patient population studied. The last study [21] was a
prospective single-arm clinical trial that considered the
toxicity and clinical response rate of a green tea extract
(250 mg b.i.d.) against hormone-refractory prostate cancer in
19 patients. The end point of the study was defined as either a
relative PSA rise of > 25% over baseline within a 2-month
period or radiological progression. Only one patient demon-
strated a modest decrease in the rate of PSA elevation and
went on to develop progressive nodal disease. A total of 6 out
of 15 patients who took the green tea extract for > 2 months
experienced slight delay in disease progression from 2 months
to 3 — 5 months following the onset of therapy. Based on the
data, the authors stated that the green tea extract did not
modulate the course of disease progression in patients with
hormone-refractory prostate cancer; however, they observed a
doubling in time to disease progression from 2 months to
3 — 5 months that should not be overlooked. From the data
available, green tea catechins appear to be most useful in the
realm of chemoprevention. More data obtained from rigor-
ously designed randomised, double-blinded, placebo-control-
led trials with large sample sizes are needed to fully ascertain
the potential clinical benefit of green tea catechins.

2.2 Tomatoes and lycopene

Lycopene is one of the main carotenoids in the regional Med-
iterranean diet and can account for ~ 50% of the carotenoids
in human serum [22]. Lycopene, the red pigment in tomatoes,
is also found in smaller quantities in grapefruit, guava and
watermelon. Its bioavailability from these food sources is dras-
tically increased by regional processing techniques that
involve the use of oil because of its lipophilic nature [23,24].
Epidemiological studies have demonstrated a link between
elevated consumption of tomato products and lycopene with
reduced risk of prostate cancer [2526].

Physiological concentrations of lycopene (1 pM) have been
shown to inhibit growth of cultured androgen-sensitive pros-
tate cancer cells 27,28]; however, others have only observed this
effect at supraphysiological concentrations (20 pM) [29].
Growth of human prostate cancer cells xenografted into
immunosuppressed mice was significantly suppressed when
the diets of the mice were supplemented with lycopene 100
and 300 mg/kg 301. As with other carotenoids, lycopene is a
known antioxidant that prevents lipid oxidation in cells [31-33],
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but it is not clear whether this action is critical for its effects
on prostate cancer cells.

Several prospective clinical studies have been conducted
to further probe the potential of lycopene in both the food
and supplement form to mitigate prostate cancer disease
progression. At least three patient trials have reported that
lycopene reduces PSA values. In 1 study, 32 patients were
given tomato sauce entrees (lycopene 30 mg/day) for
3 weeks prior to surgery and had their PSA levels monitored
and prostatectomy tissue analysed. PSA levels were observed
to decrease by 20% following this intervention and prostate
tissue oxidative DNA damage was significantly less in the
intervention group compared with randomly selected
patients (34]. PSA levels were found to decline by 18% in
another study [35] in which lycopene 15 mg b.i.d. was
administered in the supplement form for 3 weeks prior to
radical prostatectomy. In addition, occurrence of HG-PIN
was also significantly lower in the lycopene-treated group
(67%; n = 15) compared with the control (100%; n = 11).
Another trial [36] involving 3-month supplementation with
lycopene 10 mg/day was conducted on patients who had
already undergone hormone therapy and had clinical and
biochemical evidence of disease progression. Only 15% of
the patients demonstrated disease progression with lycopene
supplementation, whereas 85% had either complete
response (5%), partial response (30%) or remained stable
(50%) as defined by PSA values and other signs of disease
(Eastern Cooperative Oncology Group performance status
[ECOG PS] score and presence of bone pain).

Not all of the patient trials have demonstrated a benefit of
tomato and/or lycopene supplementation for prostate cancer
patients. In fact, a recently published prospective study of
1338 patients diagnosed with prostate cancer in the Prostate,
Lung, Colorectal and Ovarian Cancer Screening Trial deter-
mined that lycopene intake was not associated with prostate
cancer risk (371. The authors found a reduction in prostate
cancer risk in patients with a family history of prostate cancer
in relation to increased intake of lycopene and certain
tomato-based foods but they noted that these data were based
on small numbers of patients and could have been due to
chance. Another cohort (prospective) study [38,39] that did not
demonstrate an inverse relationship between lycopene intake
and prostate cancer risk was conducted on Japanese Ameri-
cans living in Hawaii; however, their serum lycopene concen-
trations were found to be almost three times less than the
average serum lycopene concentrations in studies that
identified an inverse relationship.

More rigorously designed clinical trials are needed to clarify
the potential benefit of lycopene and/or tomato products for
prostate cancer patients. Additional information is expected
to be available within the next few years as the NCI is cur-
rently sponsoring two randomised, placebo-controlled clinical
trials that are considering oral tomato/lycopene supplementa-
tion for potential use as a chemopreventive agent against
prostate cancer [40]. The first trial [102] is an intervention trial
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in healthy participants (n = 150) to determine if a 3-week oral
tomato/lycopene supplementation period modulates free and
bound PSA levels. Secondary objectives are to determine if
lycopene can reduce oxidative stress in the participants and if
lycopene, PSA and lipid peroxidation products are returned to
baseline levels after a 21-day washout period. The other
NCl-sponsored trial [103] is also a randomised, intervention
trial that is comparing the effectiveness of lycopene to iso-
flavones as chemopreventive agents in patients with stage I or
IT prostate cancer. Patients will receive either a multivitamin
alone (control; group 1); a multivitamin in addition to 1 or
3 doses of isoflavones (groups 2 and 3) or a multivitamin plus
1 or 3 doses of lycopene orally twice daily (groups 4 and 5).
The primary objectives of this study will compare the effects
of lycopene and isoflavones on changes in markers of disease
progression (serum PSA) and intermediate biomarkers in
tumour tissue (i.e., proliferation and apoptosis indices). In
addition, tissue and plasma levels of these nutritional supple-
ments and their effects on serum steroid hormones will be
measured. When available, results from these studies will help
to determine if lycopene supplementation is warranted and to
what patient population is most appropriate.

2.3 Isoflavones

Isoflavones are nonsteroidal diphenolic compounds that are
found in leguminous plants (such as soy) and are known to
have estrogenic (estrogen receptor-f agonists) and anti-
estrogenic activities, in addition to antiproliferative activities
that appear to be independent of the estrogen receptor [41].
Observational studies have suggested that a diet rich in soy
isoflavones (such as the typical Asian diet) is one of the most
significant contributing factors for the lower observed inci-
dence and mortality of prostate cancers in Asia [42-45]. The
potential relationship between isoflavones and prostate cancer
does not appear to be resultant only on genetic susceptibility
because an inverse relationship between soy intake and pros-
tate cancer was also noted in a study conducted on Sev-
enth-day Adventist Caucasian men [46] and not just in Asian
men. Although a variety of case-controlled and cohort studies
demonstrate a statistically significant reduction of prostate
cancer risk as high as 70% associated with soy isoflavone con-
sumption, a clear relationship between isoflavone intake and
prostate cancer cannot yet be determined due to methodolog-
ical concerns with these studies, such as recall bias with
food-frequency questionnaires [42.43,46].

Genistein, a major isoflavone present in soy, has been
reported to exert prohibitive effects on prostate cancer cells
in vitro through a variety of mechanisms including the inhibi-
tion of several receptor tyrosine kinase pathways, inhibition of
topoisomerase II, downregulation of mouse double minute 2
(Mdm?2), scavenging of free radicals, induction of cell-cycle
block at G2/M, suppression of angiogenesis and inhibition of
cell invasion [47-52]. Genistein has also been demonstrated to
induce cell-cycle arrest at physiological concentrations
(£20uM) and apoptosis in human prostate cancer cell
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lines [53,54] and in animal models of prostate cancer [56-58].
Other soy isoflavones (such as daidzein and glycitein) also
have anticancer activities in human prostate cancer cell lines
and in prostate cancer patients [46,55]. Deglycosylation of iso-
flavones by fermentation increases bioavailability and some
soy fermentation products, such as Genistein Combined Poly-
saccharide (GCP™), show enhanced activity against prostate
cancer cells both in vitro and in vivo compared with the
purified aglycone isoflavone, genistein [55].

At this time, only a few randomised clinical trials con-
sidering the chemopreventive benefits of isoflavones have
been conducted. A total of two studies were identified in
PubMed using the keywords ‘isoflavone prostate cancer’ and
restricting the search to ‘clinical trials’. There was one study
that observed a statistically significant decrease in serum PSA
concentrations in the group of patients ingesting 4 slices of a
specially manufactured bread that incorporated soy grits
50 g/slice (n = 8) compared with the control group that
ingested a similar wheat bread without the soy supplementa-
tion (n = 8) and another experimental group that ate a soy-
and linseed-supplemented bread (n = 10) [56. However, an
important concern with this study is the small sample size. In
another study [57], 76 patients were randomised into 2 groups:
a placebo control (n = 37) and experimental group (n = 39)
that received a dietary supplement of soy isoflavones
60 mg/day for 12 weeks and a nonsignificant decreasing trend
in PSA concentration was observed.

More insight into the potential clinical benefits of iso-
flavones for prostate cancer patients is expected to be available
within the next few years as the NCI is currently sponsoring
four randomised, placebo-controlled interventional trials to
consider this possibility. One of the studies [104] involves con-
sumption of a soy isoflavone supplement for 2 — 4 weeks prior
to surgery for prostate cancer. This is a Phase II study in
which endogenous hormone production and PSA levels will
be monitored, and prostate specimens will be analysed for
expression of estrogen receptors and cell cycle-regulatory mol-
ecules. Another Phase II study [105] is considering the effect of
isoflavone supplementation in combination with radiation
therapy in patients with prostate cancer. This study will last
for 6 months: patients will be randomised into an arm in
which they will consume the isoflavone supplement twice
daily or the placebo arm. The effect of this treatment on
modulation of biomarkers, potential toxicity and quality of
life of the patient will all be analysed. The next trial [106] has
been designed to determine the potential of a soy isoflavone
preparation fermented with Reishi mushroom mycelia,
GCP™, to reduce serum PSA levels in men with prostate
cancer currently undergoing active surveillance. A previously
published cohort study [58] identified this preparation to be of
potential clinical benefit for patients undergoing ‘watchful
waiting’ as it either stabilised PSA levels or decreased the rate
of PSA increase in these patients. Finally, a Phase II trial is
being conducted on patients with a negative biopsy for
prostate cancer and will determine if the consumption of a soy

protein supplement for 1 year will decrease serum PSA levels
or reduce the occurrence of HG-PIN [107]. At the time of
preparation of this manuscript, the first three studies [104-106]
were still recruiting patients and the fourth study [107] recently
completed enrolment.

2.4 Selenium or selenium-vitamin E combinations
Although the roles in prostate cancer chemoprevention for
green tea catechins, soy isoflavones and lycopene were driven
by epidemiological studies of dietary components associated
with populations at low or high risk for prostate cancer, a
serious interest in selenium and vitamin E as prostate cancer
chemopreventatives arose subsequent to clinical dietary inter-
vention studies that were focused on other tumour systems.
These dietary intervention studies were initially designed to
analyse the effects of selenium supplementation on skin
cancer and the effects of vitamin E (o.-tocopherol) and B-car-
otene supplementation on lung cancer. However, secondary
analyses of the outcomes of both studies identified the like-
lihood that these agents diminished the occurrence of prostate
cancer in the treated groups [59-62].

A recently published meta-analysis of 16 published studies
(11 cohort and 5 case-control studies) also concluded that
selenium intake may reduce the risk of prostate cancer, and
this conclusion reached statistical significance for the cohort
studies [63]. Further evidence for the ability of o-tocopherol to
reduce prostate cancer risk was found in the results of the
CARET (B-Carotene and Retinol Efficacy Trial) in which
lower serum levels of a-tocopherol were associated with a
higher risk of prostate cancer [64].

Although remarkably divergent in nature, selenium and
vitamin E share antioxidant activity that may impart pro-
tective effects on the prostate epithelium. A double-blind,
randomised, placebo-controlled trial [65] of the effects of sele-
nium 247 pg/day in 36 healthy adult males determined that
the selenium supplementation caused significant increase in
blood glutathione (GSH) levels, a protector against oxidative
stress, and a concomitant decrease in protein-bound GSH.
Selenium (in the organic form) has been reported to inhibit
cell growth of multiple prostate cancer cell lines [66], poten-
tially through its effects on the expression of critical cell-cycle
genes [67-69] and the AR protein that drives hormone-depend-
ent prostate cancer cell growth [70). The E vitamins are fat-sol-
uble compounds that act as antioxidants in cell membranes
and inhibit lipid peroxidation. The predominant form of vita-
min E found in the human body is a-tocopherol. /n vitro
studies [68,71,72] of both a-tocopherol and a.-tocopherol succi-
nate (VES) have indicated that these compounds act as anti-
prostate cancer agents through protection against DNA
damage, induction of apoptosis, and inhibition of cell growth
and AR signalling.

Currently, NIH is sponsoring three clinical trials involving
selenium or selenium—vitamin E for prostate cancer treatment
and prevention. The treatment study [108] is a Phase II
randomised trial to compare the effects of selenium versus a
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placebo on tissue biomarkers of prostate cancer in biopsy sam-
ples from patients before and after brachytherapy for stage I or
I prostate cancer. The preventon trials [109] include a
Phase IIT trial considering the effects of selenium in com-
parison with a placebo control on the incidence rate of pro-
state cancer in patients with HG-PIN over a 3-year period.
Another significant ongoing NIH-supported prevention trial
is the SELECT (Selenium and Vitamin E Cancer Prevention
Trial) (210], which is a randomised Phase III trial considering
the chemopreventive potential of selenium and vitamin E
either alone or together against prostate cancer. This study has
accrued > 35,000 men of > 50 years of age who have been ran-
domised into 4 different arms: 2 different placebos once daily;
1 selenium 200 pg and 1 placebo once daily; 1 vitamin E
400 IU and 1 placebo once daily; and 1 selenium 200 pg and
1 vitamin E 400 IU q.d. Supplementation will continue for
7 — 12 years and participants are followed annually. Results
from this study are anticipated in 2013. Data obtained from
randomised, double-blinded, placebo-controlled studies (such
as the SELECT trial) are needed to determine if a-tocopherol
indeed acts to reduce prostate cancer risk.

2.5 Vitamin D

A correlation between exposure to sunlight and reduced pros-
tate cancer risk suggested a connection between vitamin D
deficiency and prostate cancer as vitamin D synthesis in the
skin is dependent on UV light [73]. Retrospective studies have
supported this hypothesis as serum calcitriol levels (1,25-dihy-
droxycolecalciferol, the active form of vitamin D) were lower
in patients who went on to develop prostate cancer in com-
parison with age-matched controls [7475]. The potential
impact of calcitriol on prostate cancer cells has been pursued
in in vitro and in vive studies and a substantial amount of evi-
dence has been generated that has spurred interest in pursuing
further clinical studies. The studies using iz vitro models of
prostate cancer have reported that calcitriol induces cell-cycle
arrest in GO/G1 and apoptosis, stimulates differentiation and
inhibits invasion of prostate cancer cells [76-78]. A number of
mechanisms have been reported to mediate these effects of
calcitriol and include elevation of p21 Waf/Cipl and p27
Kipl expression, increased expression of IGF-binding pro-
tein-3 (IGFBP-3), hyperphosphorylation of the retino-
blastoma protein (pRb), downregulation of Bcl-2 and
modulation of prostaglandin metabolism [79-82]. [z vivo stud-
ies have also demonstrated antiprostate cancer effects of
vitamin D [83,84].

However, the preclinical antineoplastic activities of
calcitriol reported are typically observed at supraphysiological
concentrations of > 1 nM, which cause hypocalcaemia and
hypercalcuria if given to prostate cancer patients on a typical
daily dosing schedule [85]. Because of this toxicity, weekly dos-
ing schedules have been developed that combine calcitriol
with other chemotherapeutics (i.e., docetaxel) and have
shown promise as a beneficial therapeutic approach without
the toxicity observed with daily calcitriol dosing [86.87].
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Furthermore, much of the focus of this research has shifted
towards synthetic analogues of calcitriol: the efficacy of several
of these analogues have been and are currently being con-
sidered in the clinical trial setting [88,89,211]. As synthetics are
beyond the scope of this article, these studies will not be
discussed in further detail.

2.6 Pomegranate

Pomegranate juice is a rich source of polyphenolic com-
pounds (including anthocyanins and hydrolysable tannins)
and has been demonstrated to have greater antioxidant
activity than green tea and red wine [90). Although studies of
the anticancer potential of pomegranate are still in their
infancy, preclinical efforts have demonstrated that pome-
granate fruit extract (PFE) can dose-dependently inhibit
cell growth and induce apoptosis in the PC3 human pros-
tate cancer cell line (91]. Effects on cell proliferation appear
to be mediated through induction of WAF1/p21 and
Kipl/p27, suppression of cyclins D1, D2 and E, and
decrease in expression of cyclin-dependent kinase (CDK)-2,
-4 and -6. In addition, oral administration of PFE to
immunosuppressed nude mice carrying prostate cancer cell
xenografts effectively reduced xenograft volume and serum
PSA levels [o1].

A NCl-sponsored open-label, single-arm Phase II study 92)
was conducted over a 2-year period to consider the potential
of pomegranate juice to decrease PSA levels in patients with
rising PSA after either surgery or radiotherapy for prostate
cancer. Patients enrolled had detectable levels of PSA (> 2 and
< 5 ng/ml), a Gleason score of <7 and no evidence of meta-
static disease. This study demonstrated that ingestion of
226.8 g/day of pomegranate juice for 18 months resulted in a
statistically significant increase in PSA doubling time from
15 months at baseline to 54 months post treatment
(p <0.001). Further in wvitro studies showed that patient
serum collected post treatment elicited significant anti-
proliferative and pro-apoptotic effects, as well as reduced oxi-
dative stress in cultured prostate cancer cells compared with
serum collected from patients prior to the treatment.

2.7 Botanicals with anti-inflammatory activity to
target prostate cancer

Although a direct correlation has yet to be proven between
inflammation and prostate cancer, chronic or recurrent
inflammation has been hypothesised to be the main pre-
disposing factor for this disease [93]. Activation of an inflam-
matory response could contribute to the development of
cancer via several mechanisms, including the induction of
COX-2 in macrophages and epithelial cells, generation of
mutagenic reactive oxygen species (ROS) and reactive nitro-
gen species by activated immune cells, and production of
cytokines and growth factors that may favour cancer cell
growth [94]. Prostate lesions defined as proliferative inflam-
matory atrophy (PIA) are thought to arise as a result of
inflammatory injury to the prostate epithelium as they are
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generally associated with inflammatory infiltrates, and they
have been proposed to eventually give rise to prostate
cancer [95]. Targeting inflammation early on in this process
could prove to be an effective strategy in the chemoprevention
of prostate cancer.

Numerous botanical extracts have been described to have
anti-inflammatory activity. Among these include rosemary,
turmeric, ginger, holy basil, green tea, hu zhang, Chinese
goldthread, barberry, oregano and Scutellaria baicalensis. The
authors of this review have been involved in the preclinical
testing of a specific commercial agent named Zyflamend®
that contains potency-assured extracts of each of these
botanicals in an olive oil base designed to mitigate inflam-
mation. In addition, some of the more prominent com-
pounds present in these herbs (curcumin, EGCG, resveratrol
and baicalein) have been individually identified to inhibit
prostate and other cancers in a variety of iz vitro and in vivo
model systems.

The olive oil component of Zyflamend may also contribute
significantly to the potential antiprostate cancer activities of
this herbal preparation. A relatively high intake of olive oil is a
main characteristic of the Mediterranean diet that has been
correlated to the lower incidences of prostate, colorectal,
breast and endometrial cancers in Mediterranean countries
compared with Northern Europe and North America [5].
Olive oil has a high oleic acid content that has a lower
oxidation potential than linoleic acid. Oleic acid may allow
greater metabolism of 18:3w-3 to longer-chain ®-3 fatty acids
(such as the eicosapentaenoic acid and docosahexaenoic acid
found in fish oils) and, therefore, could impart a similar sup-
pressive effect on tumour growth as observed with these
marine oils [96,97).

In addition to the high oleic acid content, olive oil provides
a rich source of a variety of antioxidants including squalene,
lignans and simple phenols (such as oleuropein, tyrosol,
hydroxytyrosol, caffeic acid, apigenin and many others). It has
been estimated that 10 — 20 mg of mixed phenols are pro-
vided daily by the olive oil component in a typical Mediterra-
nean diet [98]. These phenolics and other antioxidants appear
to contribute to the potential anticancer effects of olive oil
due to their abilities to suppress oxidative DNA damage and
mediate inflammation. Physiologically relevant concentra-
tions of olive oil phenolics (10 — 50 pM) — particularly
hydroxytyrosol — and oleic acid have been demonstrated to
reduce DNA damage induced by H,O, in prostate cells [99].
Oleic acid and olive oil phenolics were also reported to mark-
edly reduce expression of 5-lipoxygenase (5-LOX) and its
co-enzyme 5-LOX-activating protein (FLAP) in preclinical
studies [96]. The production of pro-inflammatory prosta-
glandins was also found to be suppressed by hydroxytyrosol,
tyrosol and caffeic acid.

In preclinical studies, the authors found that Zyflamend
inhibited both COX-1 and COX-2 enzymatic activity, sup-
pressed prostate cancer cell growth and induced apoptosis [100};
however, the antiproliferative and pro-apoptotic activities of

Zyflamend appear to be mediated by COX-independent
mechanisms as the addition of prostaglandin E, back to the
cells following treatment with Zyflamend did not protect
against Zyflamend-induced apoptosis. In addition, the LNCaP
cells (in which these studies were conducted) were shown to
not express COX-2. These COX-independent mechanisms
responsible may involve enhanced expression of p21 and
reduced expression of AR, phosphorylated STAT3 and
phosphorylated protein kinase C,g [1001.

The potential of Zyflamend to act as a chemopreventive
agent is currently being considered as a secondary end point
in a Phase I safety trial for patients diagnosed with PIN at
Columbia University Medical Center, USA. This study is an
18-month study in which 48 patients will be randomly
assigned to a cohort and placed on successive herbal sup-
plement regimen starting with Zyflamend alone and individ-
ually adding on the following supplements in succession:
probiotic complex, daily vitamin, green and white tea
extracts, Scutellaria baicalensis extract and docosahexaenoic
acid. The last regimen will be restricted to Zyflamend plus
the probiotic complex only. Results from this study will help
to determine if this multi-component herbal preparation
warrants further assessment as a prostate cancer chemo-
preventive agent in a double-blinded, randomised, pla-
cebo-controlled clinical trial. It is important to mention that
other commercially available herbal formulations are pre-
scribed to have anti-inflammatory effects although the
authors did not find any cases in which they were specifically
tested for antiprostate cancer activity.

3. Conclusion

Enriching one’s diet with naturally occurring bioactive com-
pounds with anticancer activities may prove to be an effective
strategy for prostate cancer chemoprevention and treatment.
In this review, the authors discussed the chemopreventive
and/or chemotherapeutic potential of several dietary sub-
stances and supplements as defined by the epidemiological,
preclinical and clinical data available. Although many such
substances appear to have promise in affecting the develop-
ment and/or progression of prostate cancer, the data are not
conclusive at this time. Currently, several randomised, dou-
ble-blinded, placebo-controlled trials are being conducted
that will most likely offer more information on the potential
clinical benefit these agents may offer to patients.

4. Expert opinion

Although there may be a genetic predisposition that con-
tributes to the occurrence of prostate cancer, epidemiological
dietary studies strongly support the idea that regional diet and
nutritional patterns play a significant role in the development
of this disease. Scientists are now intensely analysing
food-derived natural products that are present in regional
diets from areas with low prostate cancer occurrence for
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evidence of specific nutritional (natural) agents that can lower
the risk for prostate cancer when supplemented to the diets of
men from high-risk regions. At the current time, green tea
catechins, soy isoflavones, lycopene, vitamins E and D, sele-
nium, pomegranate polyphenols and other complex herbal
extracts with anti-inflammatory activity (e.g., Zyflamend)
have shown epidemiological and laboratory evidence to sug-
gest that they may have a role in prostate cancer chemo-
prevention. As these natural agents are readily available in
food and supplement forms, clinicians are in the process of

Bemis, Katz & Buttyan

conducting rigorously designed clinical trials that should pro-
vide the evidence to indicate whether any or all of these sub-
stances can protect men from the development and/or
progression of prostate cancer. For those who have been con-
vinced that natural products have a role in cancer prevention,
this is an exciting period as the evidence that will support or
refute these claims is awaited. In the meantime, ingesting a
diet that incorporates a variety of these natural compounds
appears to be a prudent course of action for maintaining one’s
health and potentially providing chemopreventive benefits.

Bibliography 9. HASTAK K, GUPTA S, AHMAD N, BRAUSI M, BETTUZZI S:

Papers of special note have been highlighted as AGARWAL MK, AGARWAL ML, The chemopreventive action of catechins in

either of interest () or of considerable interest MUKHTAR H: Role of p53 and NF-«B in the TRAMP mouse model of prostate

(**) to readers. epigallocatechin-3-gallate-induced carcinogenesis is accompanied by clusterin

L AKAZA L. USAMIM. HINOTSU S ez al: apoptosis of LNCaP cells. Oncogene (2003) over-expression. Carcinogenesis (2004)

' o eran 22(31):4851-4589. 25(11):2217-2224.
Characteristics of patients with prostate
cancer who have initially been treated by 10. CHUNG LY, CHEUNG TC, KONG SK, 17. GUPTA S, HASTAK K, AHMAD N,
hormone therapy in Japan: J-CaP FUNG KP, CHOY YM, CHAN ZY: LEWIN JS, MUKHTAR H: Inhibition of
surveillance. Jpn J. Clin. Oncol. (2004) Induction of apoptosis by green tea prostate carcinogenesis in TRAMP mice by
34(6):329-336. catechins in human prostate cancer DU145 oral infusion of green tea polyphenols.

5 LANDIS SH. MURRAY T. BOLDEN S cells. Life Sci. (2001) 68(10):1207-1214. Proc. Natl. Acad. Sci. USA (2001)

' ' ’ ’ 8(18):10350-10355.
WINGO PA: Cancer statistics. CA Cancer 11.  PASCHKA AG, BUTLER R, YOUNG CY: 98(18):1035 355
J. Clin. (1998) 48(1):6-29. Induction of apoptosis in prostate cancer 18. SHIMIZU M, DEGUCHI A, LIM JT,
5 MORTON MS. GRIFFITHS K cell lines by the green tea component, MORIWAKI H, KOPELOVICH L,
’ BLACKLO CKI’\I Th q ’ e of (-)-epigallocatechin-3-gallate. Cancer Lett. WEINSTEIN IB: (-)-Epigallocatechin
: The preventive role o
diet in prostatic disease pBr . Urol. (1996) (1998) 130(1-2):1-7. gallate and polyphenon E inhibit growth
77(4)481—493 12. GUPTA S, AHMAD N, NIEMINEN AL, and activation Of the epidermial growth
. GIOVANNUCCI E. RIMM EB. 11U Y. MUKHTAR H: Growth inhibition, factor receptor and human epidermal
' STAMPFER M] \X/iLLETT \Wé ’ cell-cycle dysregulation, and induction of growth factor receptor-2 signaling
i > ; apoptosis by green tea constituent pathways in human colon cancer cells.
A prospective study of tomato products, ()-epigallocatechin-3-gallate in Clin. Cancer Res. (2005) 11(7):2735-2746.
lycopene, and prostate cancer risk. /. Nal. androgen-sensitive and androgen-insensitive *  Important study demonstrating synergistic
Cancer Inst. (2002) 94(5):391-398. human prostate carcinoma cells. effects of green tea catechins in

5.  TRICHOPOULOU A, LAGIOU P, Toxicol. Appl. Pharmacol. (2000) 'Con'lp'a.l"lson with EGC.G a.lox'le in '
KUPER H, TRICHOPOULOS D: Cancer 164(1):82-90. inhibiting growth and inducing apoptosis
and Mediterranean dietary traditions. in colon cancer cells.

13.  LIAO S, HIIPAKKA RA: Selective
C Epidemiol. Bi kers Prev. (2000
ancer Epidemiol. Biomarkers Prev. ( ) inhibition of steroid 5o.-reductase isozymes 19. BETTUZZI S, BRAUSI M, RIZZI K,
9(9):869-873. by tea epicatechin-3-gallate and CASTAGNETTI G, PERACCHIA G,

6. SPORN MB, SUH N: Chemoprevention: epigallocatechin-3-gallate. Biochem. Biophys. CORTT A: Chemoprevention of human
an essential approach to controlling cancer. Res. Commun. (1995) 214:833-838. prostate cancer by oral administration of
Nat. Rev. Cancer (2002) 2(7):537-543. green tea catechins in volunteers with

14. HIIPAKKA RA, ZHANG HZ, DAI W, . . Ly
ee  Excellent discussion of the importance of DALO. LIAO §: S T high-grade prostate intraepithelial
re-orienting the focus of cancer research _Q’ K N tr.u?t.ure-actlvlty neoplasia: a preliminary report from a
. relationships for inhibition of human y e
from the treatment of end-stage disease Sored by bolvbhenol. one-year proof-of-principle study.
to chemoprevention. B(?HZ UCI;ZCS Y Pl; }Eg O;;()) s Cancer Res. (2006) 66(2):1234-1240.
iochem. Pharmacol.

7. KLEIN EA, THOMPSON IM: Update on 63(6):1165-1176. 20, JATOI A, ELLISON N, BURCH PA e al.:
chemoprevention of prostate cancer. A Phase II trial of green tea in the treatment
Curr. Opin. Urol. (2004) 14(3):143-149. 5 Eﬁ?‘f}%fz{iA;\]OGUSI;IZ[gYC?ELLIS}E | of patients with androgen independent

8. JIAN L, XIE LB, LEE AH, BINNS CW: d L ’ b N eafpt;yp enoss metastatic prostate carcinoma. Cancer

: : own-regulate the ?xpresslon of the (2003) 97(6):1442-1446.
Protective effect of green tea against prostate androgen receptor in LNCaP prostate
cancer: a case-control study in southeast cancer cells. Oncogene (2000) 21. CHOAN E, SEGAL R, JONKER D ez al.:
China. Int. J. Cancer (2004) 19(15):1924-1932. A prospective clinical trial of green tea for
108(1):130-135. 16, CAPORALI A, DAVALLI P hormone refractory prostate cancer: an

ASTANCOLLE S, D’ARCA D,

evaluation of the complementary/alternative

Expert Opin. Investig. Drugs (2006) 15(10)

1197
RIGHTSE LI N Kz



Expert Opin. Investig. Drugs Downloaded from informahealthcare.com by University of Queensland on 09/30/13

For personal use only.

Clinical trials of natural products as chemopreventive agents for prostate cancer

therapy approach. Urol. Oncol. (2005)
23(2):108-113.

development and the potential to impede
this process with dietary antioxidants.

Cancer Epidemiol. Biomarkers Prev. (2003)
12(7):665-668.

22.  ANSARI MS, GUPTA NP: A comparison 33. MATOS HR, CAPELOZZI VL, 43.  KOLONEL LN, HANKIN JH,
of lycopene and orchidectomy versus GOMES OEF MASCIO PD, MEDEIROS WHITTEMORE AS et al.: Vegetables,
orchidectomy alone in the management of MH: Lycopene inhibits DNA damage and fruits, legumes and prostate cancer:
advanced prostate cancer. B/U Int. (2003) liver necrosis in rats treated with ferric a multiethnic case-control study.
92(4):375-378. nitrilotriacetate. Arch. Biochem. Biophys. Cancer Epidemiol. Biomarkers Prev. (2000)

23.  PORRINI M, RISO P, TESTOLIN G: (2001) 396(2):171-177. 9(8):795-804.

Absorption of lycopene from single or 34, CHENL, 44, HEBERT JR, HURLEY TG,
daily portions of raw and processed tomato. STACEWICZ-SAPUNTZAKIS M, OLENDZKI BC, TEAS J, MAYY,
Br. J. Nutr. (1998) 80(4):353-361. DUNCAN C et al.: Oxidative DNA HAMPL JS: Nutritional and socioeconomic

24, FIELDING JM, ROWLEY KG, damage in prostate cancer patients factors in relation to prostate cancer
COOPER P, O’DEA K: Increases in plasma consuming tomato sauce-based entrees mortality: a cross-national study. /. Natl.
lycopene concentration after consumption as a whole-food intervention. /. Natl. Cancer Inst. (1998) 90:1637-1647.
of tomatoes cooked with olive oil. Asia Pac. Cancer Inst. (2001) 93(24):1872-1879. 45. ADLERCREUTZ H: Epidemiology of
J. Clin. Nutr. (2005) 14(2):131-136. 35. KUCUK O, SARKAR FH, SAKR W ¢t al.: phytoestrogens. Baillieres Clin.

25.  GIOVANNUCCI E: Tomato products, Phase IT randomized clinical trial of Endocrinol. Metab. (1998) 12:605-623.
lycopene, and prostate cancer: a review of lycopene supplementation before radical 46. JACOBSEN BK, KNUTSEN SE
the epidemiological literature. J. Nuzr. prostatectomy. Cancer Epidemiol. FRASER GE: Does high soy milk intake
(2005) 135(8):2030S-2031S. Biomarkers Prev. (2001) 10(8):861-868. reduce prostate cancer incidence? The

*  Good review of the epidemiological data 36. ANSARI MS, GUPTA NP: A comparison Adventist Health Study (United States).
suggesting a chemopreventive role of of lycopene and orchidectomy versus Cancer Causes Control (1998) 9(6):553-557.
lycopene against prostate cancer. orchidectomy alone in the management of 47.  AKIYAMA T, ISHIDA J, NAKAGAWA S

26. ETMINAN M, TAKKOUCHE B, advanced prostate cancer. B/U Inz. (2004) et al.: Genistein, a specific inhibitor of
CAAMANO-ISORNA F: The role of 94(4):678. tyrosine-specific protein kinases.
tomato products and lycopene in the 37.  KIRSH VA, MAYNE ST, PETERS U ez al.: J. Biol. Chem. (1987) 262:5592-5595.
prevention of prostate cancer: a A prospective study of lycopene and tomato 48. KUMI-DIAKA J, BUTLER A: Caspase-3
meta-analysis of observational studies. product intake and risk of prostate cancer. protease activation during the process of
Cancer Epidemiol. Biomarkers Prev. (2004) Cancer Epidemiol. Biomarkers Prev. (2006) genistein-induced apoptosis in TM4
13(3):340-345. 15(1):92-98. testicular cells. Biol. Cell (2000)

27.  KIM L, RAO AV, RAO LG: Effect of 38. NOMURA AM, STEMMERMANN GN, 92:115-124.
lycopene on prostate LNCaP cancer cells in LEE J, CRAFT NE: Serum micronutrients 49. CONSTANTINOU A, MEHTA R,
culture. J. Med. Food (2002) 5(4):181-187. and prostate cancer in Japanese Americans RUNYAN C, RAO K, VAUGHAN A,

28. HWANG ES, BOWEN PE: Cell cycle in Hawaii. Cancer Epidemiol. MOON R: Flavonoids as DNA
arrest and induction of apoptosis by Biomarkers Prev. (1997) 6(7):487-491. topoisomerase antagonists and poisons:
lycopene in LNCaP human prostate cancer 39. GANN PH, MA ], GIOVANNUCCI E structure—activity relationships. /. Naz. Prod.
cells. J. Med. Food (2004) 7(3):284-289. et al.: Lower prostate cancer risk in men (1995) 58:217-225.

29. KOTAKE-NARA E, KIM S], KOBORI M, with elevated plasma lycopene levels: results 5 FOTIS T, PEPPER M,

MIYASHITA K, NAGAO A: of a prospective analysis. Cancer Res. (1999) ADLERCREUTZ H et al.: Genistein,
Acyclo-retinoic acid induces apoptosis 59(6):1225-1230. a dietary-derived inhibitor of in vitro

in human prostate cancer cells. 40. GREENWALD P: Clinical trials in cancer angiogenesis. Proc. Natl. Acad. Sci. USA
Anti-Cancer Res. (2002) 22(2A):689-695. prevention: current results and perspectives (1993) 90:2690-2694.

30. TANG L, JIN T, ZENG X, WANG JS: for the future. /. Nutr. (2004) 5. LIM, ZHANG Z, HILL DL, CHEN X,
Lycopene inhibits the growth of human 134(Suppl. 12):35078-35128. WANG H, ZHANG R: Genistein, a dietary
androgen-independent prostate cancer cells *  Thorough discussion of current prevention isoflavone, down-regulates the MDM2
in vitro and in BALB/c nude mice. /. Nutr. trials involving food-derived substances. oncogene at both transcriptional and
(2005) 135(2):287-290. 41. YU L, BLACKBURN GL, ZHOU JR: posttranslational levels. Cancer Res. (2005)

31. HWANG ES, BOWEN PE: Effects of Genistein and daidzein downregulate 65(18):8200-8208.
lycopene and tomato paste extracts on DNA prostate androgen-regulated transcript-1 52. KOBAYASHI T, NAKATA T,
and lipid oxidation in LNCaP human (PART-I) gene expression induced by KUZUMAKI T: Effect of flavonoids on cell
prostate cancer cells. Biofacrors (2005) dihydrotestosterone in human prostate cycle progression in prostate cancer cells.
23(2):97-105. LNCaP cancer cells. /. Nutr. (2003) Cancer Lett. (2002) 176(1):17-23.

. . 133(2):389-392.

32.  CLINTON SK: The dietary antioxidant 53. SHEN JC, KLEIN RD, WEI Q et a/.:
network and prostate carcinoma. Cancer 42. LEE MM, GOMEZ SL, CHANG S, Low-dose genistein induces
(1999) 86(9):1629-1631. WEY M, WANG RT, HSING AW: Soy and cyclin-dependent kinase inhibitors and G,

* A nice discussion of the likely role of isoflavone consumption in relation to cell-cycle arrest in human prostate cancer
oxidant stress in prostate cancer prostate cancer risk in China. cells. Mol. Carcinog. (2000) 29:92-102.

1198 Expert Opin. Investig. Drugs (2006) 15(10)

RIGHTES

Ay



Expert Opin. Investig. Drugs Downloaded from informahealthcare.com by University of Queensland on 09/30/13

For personal use only.

54.

55.

56.

57.

58.

59.

60.

61.

DAVIS JN, SINGH B, BHUIYAN M,
SARKAR FH: Genistein-induced
upregulation of p21WAF!, downregulation of
cyclin B, and induction of apoptosis in
prostate cancer cells. Nutr. Cancer (1998)
32:123-131.

BEMIS DL, CAPODICE JL, DESAI M,
BUTTYAN R, KATZ AE: A concentrated
aglycone isoflavone preparation (GCP)
that demonstrates potent anti-prostate
cancer activity z vitro and in vivo.

Clin. Cancer Res. (2004) 10(15):5282-5292.

DALAIS FS, MELIALA A,
WATTANAPENPAIBOON N ez al.:
Effects of a diet rich in phytoestrogens on
prostate-specific antigen and sex hormones

in men diagnosed with prostate cancer.

Urology (2004) 64(3):510-515.
KUMAR NB, CANTOR A, ALLEN K

et al.: The specific role of isoflavones in
reducing prostate cancer risk. Prostate

(2004) 59(2):141-147.

DE VERE WHITE RW, HACKMAN RM,
SOARES SE, BECKETT LA, L1'Y, SUN B:
Effects of a genistein-rich extract on PSA
levels in men with a history of prostate

cancer. Urology (2004) 63(2):259-263.

CLARK LC, COMBS GF Jr,
TURNBULL BW ez al.: Effects of selenium
supplementation for cancer prevention in
patients with carcinoma of the skin.

A randomized controlled trial. Nutritional
Prevention of Cancer Study Group. JAMA
(1996) 276:1957-1963.

Important and well-known study

that showed selenium supplementation
did not significantly affect the occurrence
of basal or squamous cell carcinoma;
however, it reduced the incidence of lung,
colorectal and prostate cancers in a

significant manner.

o-TOCOPHEROL, B-CAROTENE
CANCER PREVENTION STUDY
GROUP: The effect of vitamin E and
carotene on the incidence of lung cancer
and other cancers in male smokers. V. Engl.
J. Med. (1994) 330(15):1029-1035.
Important and well-known study
demonstrating no evidence of an
interaction between o-tocopherol

and B-carotene with respect to the
incidence of lung cancer; however, an
inverse relationship between a-tocopherol
intake and prostate cancer occurrence

was observed.

DUFFIELD-LILLICO AJ, DALKIN BL,
REID ME et al.: Selenium

supplementation, baseline plasma selenium

62.

63.

64.

65.

66.

67.

68.

69.

70.

status and incidence of prostate cancer: an
analysis of the complete treatment period of
the Nutritional Prevention of Cancer Trial.

BJU Inz. (2003) 91(7):608-612.

HEINONEN OP, ALBANES D,
VIRTAMO ] et al.: Prostate cancer and
supplementation with a-tocopherol and
f-carotene: incidence and mortality in a
controlled trial. /. Natl. Cancer Inst. (1998)
90(6):440-446.

ETMINAN M, FITZGERALD JM,
GLEAVE M, CHAMBERS K: Intake of
selenium in the prevention of prostate
cancer: a systematic review and
meta-analysis. Cancer Causes Control
(2005) 16(9):1125-1131.

Thorough meta-analysis of several studies
considering the role of selenium in prostate

cancer prevention.

GOODMAN GE, SCHAFFER S,
OMENN GS, CHEN C, KING I:

The association between lung and prostate
cancer risk, and serum micronutrients:
results and lessons learned from f-carotene
and retinol efficacy trial. Cancer Epidemiol.
Biomarkers Prev. (2003) 12(6):518-526.

EL-BAYOUMY K, RICHIE JP Jr,

BOYIRI T ez al.: Influence of
selenium-enriched yeast supplementation
on biomarkers of oxidative damage and
hormone status in healthy adult males: a
clinical pilot study. Cancer Epidemiol.
Biomarkers Prev. (2002) 11(11):1459-1465.

MENTER DG, SABICHI AL,
LIPPMAN SM: Selenium effects on
prostate cell growth. Cancer Epidemiol.
Biomarkers Prev. (2000) 9(11):1171-1182.

DONG Y, ZHANG H, HAWTHORN L,
GANTHER HE, IP C: Delineation of the
molecular basis for selenium-induced
growth arrest in human prostate cancer cells
by oligonucleotide array. Cancer Res. (2003)
63(1):52-59.

VENKATESWARAN V, FLESHNER NE,
KLOTZ LH: Modulation of cell
proliferation and cell cycle regulators by
vitamin E in human prostate carcinoma
cell lines. /. Urol. (2002)

168(4 Part 1):1578-1582.

EL-BAYOUMY K, SINHA R: Molecular
chemoprevention by selenium: a genomic
approach. Mutat. Res. (2005)
591(1-2):224-236.

CHO SD, JIANG C, MALEWICZ B ez al.:
Methyl selenium metabolites decrease
prostate-specific antigen expression by
inducing protein degradation and

suppressing androgen-stimulated

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

Bemis, Katz & Buttyan

transcription. Mol. Cancer Ther. (2004)
3(5):605-611.

AZZ1 A, GYSIN R, KEMPNA P ¢t al.:
The role of a-tocopherol in preventing
disease: from epidemiology to molecular
events. Mol. Aspects Med. (2003)
24(6):325-336.

ZHANGYY, NI ], MESSING EM,
CHANGE, YANG CR, YEH S:

Vitamin E succinate inhibits the function of
androgen receptor and the expression of
prostate-specific antigen in prostate cancer
cells. Proc. Natl. Acad. Sci. USA (2002)
99(11):7408-7413.

HANCHETTE CL, SCHWARTZ GG:
Geographic patterns of prostate cancer
mortality. Evidence for a protective effect of
ultraviolet radiation. Cancer (1992)
70(12):2861-2869.

CORDER EH, GUESS HA, HULKA BS
et al.: Vitamin D and prostate cancer:

a prediagnostic study with stored sera.
Cancer Epidemiol. Biomarkers Prev. (1993)
2(5):467-472.

AHONEN MH, TENKANEN L,

TEPPO L, HAKAMA M, TUOHIMAA P:
Prostate cancer risk and prediagnostic serum
25-hydroxyvitamin D levels (Finland).
Cancer Causes Control (2000)
11(9):847-852.

SKOWRONSKI RJ, PEEHL DM,
FELDMAN D: Vitamin D and prostate
cancer: 1,25 dihydroxyvitamin D3 receptors
and actions in human prostate cancer cell
lines. Endocrinology (1993)
132(5):1952-1960.

BLUTT SE, McDONNELL T7J,

POLEK TC, WEIGEL NL:
Calcitriol-induced apoptosis in LNCaP cells
is blocked by overexpression of Bcl-2.
Endocrinology (2000) 141(1):10-17.

TOKAR EJ, WEBBER MM:
Cholecalciferol (vitamin D3) inhibits
growth and invasion by up-regulating
nuclear receptors and 25-hydroxylase
(CYP27A1) in human prostate cancer cells.
Clin. Exp. Metastasis (2005) 22(3):275-284.

FELDMAN D, SKOWRONSKI RJ,
PEEHL DM: Vitamin D and prostate
cancer. Adv. Exp. Med. Biol. (1995)
375:53-63.

KRISHNAN AV, PEEHL DM,
FELDMAN D: Inhibition of prostate
cancer growth by vitamin D: regulation of
target gene expression. J. Cell Biochem.

(2003) 88(2):363-371.

Expert Opin. Investig. Drugs (2006) 15(10)

1199
RIGHTS LI

Ay



Expert Opin. Investig. Drugs Downloaded from informahealthcare.com by University of Queensland on 09/30/13

For personal use only.

Clinical trials of natural products as chemopreventive agents for prostate cancer

81. BOYLE BJ, ZHAO XY, COHEN D, J. Agric. Food Chem. (2000) 100. BEMIS DL, CAPODICE JL,
FELDMAN D: Insulin-like growth factor 48(10):4581-4589. ANASTASIADIS AG, KATZ AE,
binding protein-3 mediates 1 91. MALIK A, AFAQ E, SARFARAZ S, BUTTYAN R: Zyflamend, a unique herbal
a,25-dihydroxyvitamin d(3) growth ADHAMI VM, SYED DN, preparation with nonselective COX
inhibition in the LNCaP prostate cancer MUKHTAR H: Pomegranate fruit juice for inhibitory activity, induces apoptosis of
cell line through p21/WAF1. J. Urol. (2001) chemoprevention and chemotherapy of prostate cancer cells that lack COX-2
165(4):1319-1324. prostate cancer. Proc. Natl, Acad. Sci. USA expression. Nutr. Cancer. (2005)

82. MORENO J, KRISHNAN AV, SWAMI S, (2005) 102(41):14813-14818. 52(2):202-212.
NONN L, PEEHL DM, FELDMAN D: 92. PANTUCK AJ, LEPPERT JT, .
Regulation of prostaglandin metabolism by ARONSON W et 4l.: Phase I1 study of Websites
calcitriol attenuates growth stimulation in pomegranate juice for men with rising 101. http://www.ncbi.nlm.nih.gov/
prostate cancer cells. Cancer Res. (2005) prostate-specific antigenantigen following National Center for Biotechnology
65(17):7917-7925. surgery or radiation for prostate cancer. Information (2006).

83. GETZENBERG RH, LIGHT BW, Clin. Cancer Res. (2006) 12(13):4018-4026. 102. htep://www.Clinical Trials.gov/
LAPCO PE et al.: Vitamin D inhibition of 93. NELSON WG, DE MARZO AM, Trial NCT00322114 (published May 2006;
prostate adenocarcinoma growth and DEWEESE TL, ISAACS WB: The role of last updated June 20006).
metastasis in the Dunning rat prostate inflammation in the pathogenesis of 103. htep://www.ClinicalTrials.gov/
model system. Urology (1997) prostate cancer. /. Urol. (2004) Trial NCT00042731 (published August
50(6):999-1006. 172(5 Part 2):S6-S11. 2002; last updated June 2006).

84. TRUMP DL, HERSHBERGER PA, ee  Excellent discussion regarding the 104, hetp:/fwww.Clinical Trials.gov/
BERNARDI R] ez al.: Anti-tumor activity potential role of inflammation in the Trial NCT00255125 (published November
of calcitriol: pre-clinical and clinical studies. development of prostate cancer. 2005; last updated November 2005).
g;j;fgﬁﬂf f)l';ff;’”;z 1:”1 Biol. (2004) 9. LUCIA MS, TORKKO KC: Inflammation 15 "y /wwew. Clinical Trials.gov/

as a target for prostate cancer Trial NCT00243048 (published October

85. OSBORN JL, SCHWARTZ GG, chemoprevention: pathological and 2005; last updated June 2006).
SMITH DC et al.: Phase I1 trial of oral laboratory rationale. /. Urol. (2004) . .
1,25-dihydroxyvitamin D (calcitriol) in 171(2 Part 2):S30-S34. 106. htfp://www.ChmcalTrlals.gf)v/
hormone refractory prostate cancer. *  Nice review of the data suggesting Trial _I\ICTOO§69355 (pubtshed December
Urol. Oncol. (1995) 1:195-198. inflammation may be an important 2005; last updated December 2005).

86. BEER TM, GARZOTTO M, target for chemoprevention, although 107. heep:/ fwww.Clinical Trials.gov/
HENNER WD, EILERS KM, further research is necessary to Trial NCT00031746 (published March
WERSINGER EM: Intermittent demonstrate the role of inflammation in 2002; last updated June 2006).
chemotherapy in metastatic prostate cancer development. 108. http://www.ClinicalTrials.gov/
androgen-independent prostate cancer. 95. DE MARZO AM, MEEKER AK, ZHA S, Trial NCT00217516 (published September
Br. J. Cancer (2003) 89(6):968-970. LUO J, NAKAYAMA M, PLATZ EA: 2005; last updated June 2006).

87. BEER TM: Development of weekly Human prostate cancer precursors and 109. htep://www.ClinicalTrials.gov/
high-dose calcitriol based therapy for pathobiology. Urology (2003) Trial NCT00030901 (published February
prostate cancer. Urol. Oncol. (2003) 62(5 Suppl. 1):55-62. 2002; last updated June 2006).
21(5):399-405. 96. WAHLE KW, CARUSO D, OCHOA J], 110. htep://www.ClinicalTrials.gov/

88. SCHWARTZ GG, HALL MC, QUILES JL: Olive oil and modulation of Trial NCT00006392 (published October
STINDT D, PATTON S, LOVATO J, cell signaling in disease prevention. Lipids 2000; last updated June 2006).
TORTT FM: Phase I/1I study of (2004) 39(12):1223-1231. 111. heep://www.Clinical Trials.gov/
19-nor-1o.-25-dihydroxyvitamin D2 97. KARMALI RA, MARSH ], FUCHS C: Trial NCT00273338 (published December
(paricalcitol) in advanced, Effect of omega-3 fatty acids on growth of a 2005; last updated June 2006).
androgen-insensitive prostate cancer. rat mammary tumor. /. Natl. Cancer Inst.
Clin. Cancer Res. (2005) (1984) 73(2):457-461. Affiliation
11(24 Part 1):8680-8685. 98. VISIOLI E BELLOMO G, Debra L Bemis'! PhD, Associate Research

89. LIU G, WILDING G, STAAB MJ, MONTEDORO G, GALLI C: Scientist,
HORVATH D, MILLER K, DRESEN A: Low density lipoprotein oxidation is Aaron E Katz & Ralph Buttyan
Phase II study of 1a-hydroxyvitamin D, inhibited 7% vitro by olive oil constituents. TAuthor for correspondence
in the treatment of advanced Atherosclerosis (1995) 117(1):25-32. !Columbia University Medical Center,
androgen-independent prostate cancer. 99. QUILES JL, FARQUHARSON AJ, Department ofUrology, Colliege of Physicians &
Clin. Cancer Res. (2003) 9(11):4077-4083. SIMPSON DK, GRANT I, WAHLE KW: Surgeons, Herk?ert Irving Pavilion, 11th Floor,

90. GIL MI, TOMAS-BARBERAN FA, Olive oil phenolics: effects on DNA ;6; fgg;;’”{‘;‘:g“’n Avenue, New York,
HESS-PIERCE B, HOLCROFT DM, oxidation and redox enzyme mRNA in Tel: +1 212 305 5727: Fax: +1 212 305 1564;
KADER AA: Antioxidant activity of prostate cells. Br. J. Nutr. (2002) E—r;lail‘ dlb2004@coh’1mbi.a odu ’
pomegranate juice and its relationship 88(3):225-234. ’ ’
with phenolic composition and processing.

1200 Expert Opin. Investig. Drugs (2006) 15(10)

RIGHTES

Ay



