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Lycopene has been proposed to protect against prostate cancer through various properties including decreased lipid oxidation,
inhibition of cancer cell proliferation, and most notably potent antioxidant properties. Epidemiologic studies on the association
between lycopene and prostate cancer incidence have yielded mixed results. Detection of an association has been complicated by
unique epidemiologic considerations including the measurement of lycopene and its major source in the diet, tomato products,
and assessment of prostate cancer incidence and progression. Understanding this association has been further challenging in
the prostate-specific antigen (PSA) screening era. PSA screening has increased the detection of prostate cancer, including a
variety of relatively indolent cancers. This paper examines the lycopene and prostate cancer association in light of epidemiologic
methodologic issues with particular emphasis on the effect of PSA screening on this association.

1. Introduction

Several chemoprotective properties of lycopene on prostate
cancer have been proposed, including potent antioxidant
properties, decreased lipid oxidation, inhibition of cancerous
cell proliferation at the G0-G1 cell cycle transition, and pro-
tection of lipoproteins and DNA [1, 2]. These mechanistic
studies have stimulated the examination of lycopene and its
primary source, tomato products, on risk of prostate cancer.
However, studies on lycopene and tomato intake and prostate
cancer incidence have yielded mixed results. The study of
this relationship has been complicated by unique and chal-
lenging epidemiologic considerations in the measurement of
lycopene and on the influence of prostate-specific antigen
(PSA) screening on prostate cancer incidence and progres-
sion. As with all epidemiologic studies, validity depends on
the quality of the methodology. This paper briefly describes
the methodology essential for conducting studies on the
association between lycopene and prostate cancer incidence
and provides an updated review of studies of lycopene and
tomato products with prostate cancer risk.

2. Measurement of Lycopene and
Tomato Products

Lycopene is a carotenoid devoid of vitamin A activity. The
major source by far, particularly in Western populations,
is tomato and tomato products; a few other foods such as
watermelons and pink grapefruit also contain lycopene. In
epidemiologic studies, approaches to assess an individual’s
lycopene intake or status include studies that estimate intake
of lycopene (based on reported intake of foods and food
content of lycopene from food composition databases),
studies that assess tomato product intake as a surrogate of
lycopene intake, and studies that measure lycopene levels in
the serum or plasma. An issue that is not unique for lycopene,
but perhaps of special importance for this carotenoid, is
the variable absorption of lycopene from different food
sources. In particular, cooking in an oil medium substantially
enhances bioavailability of lycopene in the intestine because
lycopene is highly bound to plant source matrices and is
highly lipophilic. The measure of lycopene in the serum
has theoretical advantages of accounting for absorption and

mailto:egiovann@hsph.harvard.edu


2 Journal of Oncology

not relying on study participants’ food recall and accuracy
of food composition tables. On the other hand, serum
studies have frequently relied on a single measure, and how
well a single measurement reflects long-term intake is not
entirely clear. Also, since lycopene comes largely from tomato
sources, circulating lycopene level may be acting as a sur-
rogate of tomato product intake, and other components of
tomatoes may account for any observed association with
cancer risk. Finally, a population that consumes overall
low levels of lycopene or similar levels of lycopene across
individuals may result in insufficient contrast between high
and low consumers.

3. The Influence of PSA Screening on
Clinical and Epidemiologic Aspects of
Prostate Cancer Incidence

PSA release into the serum occurs with tissue breakdown
between the prostate gland lumen and capillaries. The origi-
nal purpose of the PSA measurement was to monitor prostate
cancer progression and recurrence. The Food and Drug
Administration approved PSA testing for monitoring disease
status in men with prostate cancer in 1987 and expanded
its use to diagnosing prostate cancer in 1992. This approval
was followed by professional society guidelines that sup-
ported the use of PSA testing for prostate cancer screening.
Consequently, PSA became widely used as a screening test
in the United States and increasingly in other countries.
As a screening modality, the sensitivity and specificity of
PSA varies based on the cut-off. For example, a PSA level
of 3 ng/mL has a sensitivity of 32% for detecting any
prostate cancer and 68% for high-grade prostate cancer and
a specificity of 85%. If this level were increased to 4 ng/mL
the sensitivity would decrease to 21% for any prostate cancer
and 51% for high grade prostate cancer but specificity would
improve to 91% [3].

Elevated serum PSA may precede invasive carcinoma
by a minimum of 5–10 years. Thus, PSA testing enabled
earlier detection of prostate cancer. The rate of first-time
PSA testing was strongly correlated with prostate cancer
incidence rates. With the onset of PSA for screening, prostate
cancer incidence increased and peaked in 1992 and declined
thereafter [4]. Localized, nonmetastatic cancers accounted
for most of the increased incidence. Prior to widespread
PSA use for screening, prostate cancer diagnosis was largely
prompted by physical exam findings of an enlarged prostate
or symptoms ranging from urinary incontinence to more
advanced spinal cord compression and bony pain from
metastasis; therefore, prostate cancer was mostly detected
in relatively advanced stages. Invasive carcinoma prevalence
increases with age: 2% for men in their 30 s compared with
64% for men in their 70s [5]. One-third of men under age 80
will have prostate cancer detected on autopsy. The lifetime
risk of prostate cancer is 16% while the risk of mortality
from prostate cancer is 2.9% [6]. Thus a “PSA screening
era” beginning in 1988, FDA approved in 1992, and peaking
between 1992 and 1998 has been referred to as a period
in which prostate cancers diagnosed by serum PSA alone

encompassed a variety of stages of prostate cancers, including
clinically indolent cancers [4, 7].

PSA testing revolutionized the detection of prostate
cancer but was not without unexpected consequences. In
addition to diagnosing biologically indolent cancers, PSA
elevation occurs with benign conditions including benign
prostatic hypertrophy, prostatitis, subclinical inflammation,
ejaculation, digital rectal exams (potentially performed just
prior to patients having their PSA lab drawn), perineal
trauma, prostatic infarction, urinary retention, biopsy, and
transurethral resection of the prostate. The number of false
positives is high, leading to numerous negative biopsies.

The influence of PSA on prostate cancer mortality has
been controversial, with randomized trials not yielding a
clear answer. However, undoubtedly PSA screening has
caused an increase in the number of indolent cancers being
treated aggressively and ultimately led to increased morbidity
from side effects of treatment. The majority of newly
diagnosed prostate cancers were clinically localized and
unlikely clinically significant to involve aggressive medical
and surgical therapy such as radical prostatectomy with
radiation ablation intended to cure early-stage cancers. For
these reasons, in 2011 the United States Preventive Services
Task Force recommended against PSA screening for prostate
cancer regardless of age, race/ethnicity, and family history.

Beyond the clinical consequences, PSA screening has
altered the landscape of prostate cancer epidemiology. Many
more cancers are diagnosed, including a substantial propor-
tion of relatively indolent cancers, and the cancers are diag-
nosed earlier in their natural history, often before evidence
of aggressive behavior is manifested. Thus, depending on at
what stage and on what subtype of prostate cancer a risk
factor may be acting, the relationship between this risk factor
and prostate cancer risk may differ in populations exposed or
not exposed to widespread PSA screening [8]. By increasing
the heterogeneity in prostate cancers being diagnosed, PSA
screening has added complexity to the epidemiologic study
of prostate cancer.

4. Epidemiologic Studies

4.1. Clinical Trials. A number of randomized clinical trials
have examined lycopene and prostate cancer progression and
mortality in men diagnosed with prostate cancer [9]. The
randomized studies have been small and inconclusive [10].
In a double-blind randomized placebo-controlled trial, 105
African American male veterans recommended for biopsy
to detect prostate cancer were administered tomato sauce
containing 30 mg/day of lycopene or placebo over 21 days
[11]. PSA and lycopene levels were measured, and the group
randomized to lycopene had an increase in serum lycopene
and decrease in PSA while the placebo group had the reverse,
with a decrease in serum lycopene and increase in PSA. This
study did not report a significant decrease in prostate cancer
risk for individuals administered lycopene, but the study
duration of 21 days was likely inadequate to significantly
influence prostate cancer risk.

Two other studies examined PSA levels in relation to
lycopene administration [12]. One study reported a decline



Journal of Oncology 3

in PSA in the lycopene as well as placebo group after 1 month
of intervention but return to baseline PSA levels for both
groups after 4 months of followup [10]. Schwartz et al. [12]
did not report a decrease in PSA levels among individuals
administered lycopene. In general, the clinical trials have
been considerably limited by size, length of study duration,
and other methodological issues and do not provide strong
support or refutation of an association between lycopene
and prostate cancer risk. No adequately sized randomized
studies of lycopene for prostate cancer prevention have been
conducted.

4.2. Prospective Dietary Studies. Prospective and nested case
control studies have been published previously in qualitative
[13, 14] and quantitative reviews [15]. In a meta-analysis of
prospective studies up to 2003 [15], high intake of raw but
not cooked tomatoes was associated with a decreased risk
of prostate cancer (relative risk (RR) 0.71, 95% confidence
interval (CI): 0.57–0.87). Subsequent cohort studies on
dietary lycopene intake [16, 17] have not reported significant
inverse associations with prostate cancer risk. However, these
studies were conducted in the post-PSA era that likely
encompassed a heterogeneous group of prostate cancers that
included latent and incident cancers.

Among prospective dietary studies, four [18–21] of six
cohorts report an inverse relationship between lycopene or
tomato consumption and prostate cancer incidence. The
largest and only study with multiple assessments of diet
was conducted in the Health Professionals Follow-up Study
(HPFS) [18, 19]. The HPFS first reported an inverse associ-
ation between lycopene intake in 1986 with prostate cancer
diagnosed between 1986 and 1992: RR for high versus low
quintile of intake = 0.79 (95% CI: 0.64–0.99, Ptrend = 0.04)
[18]. High intake of tomato-based products was associated
with a 35% decreased risk of total prostate cancer (RR 0.65,
95% CI: 0.44–0.95) and 53% decreased risk of advanced stage
prostate cancer (RR 0.47, 95% CI: 0.22–1.00; Ptrend = 0.03).

The HPFS analysis was updated for prostate cancer cases
between 1992 and 1998 using cumulative average updated
intakes (i.e., averaging intake from all the dietary question-
naires up to the time period of risk) of lycopene from 1986
to 1998 with a similar inverse association detected: RR = 0.83
(95% CI: 0.70–0.98, Ptrend = 0.02) [19]. The HPFS assessed
dietary intake every four years, and the timing of intake in
relation to period of risk for prostate cancer was assessed.
When baseline lycopene intake in 1986 was evaluated for
prostate cancer cases during the entire follow-up period,
no significant association was seen. However, statistically
significant inverse associations were found when using the
questionnaire closest in time to the time period of risk
(RR for high versus low lycopene intake = 0.84, 95% CI:
0.74–0.96, Ptrend = 0.02) and cumulative average updated
lycopene intake (RR for high versus low lycopene intake =
0.84, 95% CI: 0.73–0.96, Ptrend = 0.003). These findings
suggest that lycopene may be acting relatively late in the
carcinogenic process. Alternatively, a single measurement of
dietary intake at baseline may not be the best measurement
to reflect the potential impact of lycopene in altering prostate

carcinogenesis, compared with multiple updated dietary
measurements. Individual tomato products were examined
in relation to prostate cancer risk, and the strength of the
association corresponded to association of the food item with
serum lycopene levels, which were concurrently available in
the HFPS. For example, tomato sauce, the most bioavailable
form of lycopene, was most strongly related to decreased
prostate cancer risk (RR for ≥2 servings/week versus <1
serving/month = 0.77, 95% CI: 0.66–0.90), followed by
tomato and pizza but not tomato juice. There was an even
stronger association for advanced prostate cancer: RR for ≥2
servings/week versus <1 serving/month of tomato sauce =
0.65 (95% CI: 0.42–0.99, Ptrend = 0.02).

A similar magnitude decrease in prostate cancer was
reported in the California Seventh Day Adventist cohort
between 1974 and 1982 for men with high tomato consump-
tion [21]. High intake of tomatoes was associated with a
statistically significant 40% decreased risk of prostate cancer
(RR 0.60, 95% CI: 0.37–0.97). In another study, a 50% lower
risk of prostate cancer was reported for high compared with
low tomato consumption in US men between 1987 and 1990:
RR 0.50 (95% CI: 0.30–0.90, Ptrend = 0.03), but few details
were provided [20].

Dietary cohort studies that did not report associations
with prostate cancer incidence frequently had lower lycopene
and tomato intake compared with studies that report an
association. A dietary cohort study based in The Netherlands
between 1986 to 1992 did not report an association between
tomato intake and prostate cancer incidence [22]. While this
cohort took place between the same time period as the initial
HPFS analysis, tomato consumption was low compared
with the HPFS. In addition, consumption of tomato-based
products, which contain more bioavailable lycopene, was not
specifically addressed.

A diet-based cohort study of individuals in the Prostate,
Lung, Colorectal, and Ovarian Screening Trial [17] examined
intakes of lycopene and top food sources of lycopene but did
not find inverse associations for lycopene, raw tomatoes,
canned tomatoes, or other processed tomato products
(ketchup, tomato sauce, pizza, lasagna, tomato and vegetable
juice, chili) with total or nonadvanced prostate cases. Pre-
dominately white men (90.7%) enrolled in this study
between 1993 and 2001 received baseline PSA screening or
digital rectal examination and completed annual question-
naires. Men with a PSA level >4 ng/mL or digital rectal
examination concerning for prostate cancer were referred to
their medical provider for further diagnostic evaluation and
staging of prostate cancer. The majority (92%) of prostate
cancers were confirmed for stage and grade. Nonadvanced
disease (Gleason score <7 or stage I or II) comprised 61%
of total prostate cancer cases and was not associated with
total lycopene intake or lycopene from processed foods.
Greater consumption of spaghetti/tomato sauce and pizza
was associated with decreased incidence of advanced disease
but did not reach statistical significance (RR 0.81, 95% CI:
0.57–1.16 and RR 0.79, 95% CI: 0.56–1.10, respectively).
The association of tomato products with advanced but not
nonadvanced prostate cancer suggests a possible stronger
role for lycopene in advanced disease. Limitations of this
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study include the assessment of lycopene intake from a single
baseline measurement. In addition, intake for all but raw
tomatoes was low in this population, with no more than two
servings per week (mean total lycopene intake 11,511 and
standard deviation 8,498 μg/d). Further, a large portion of
prostate cancer cases were diagnosed by initial PSA screen-
ing, and total prostate cancers reflected a heterogeneous mix
of mostly nonadvanced prostate cancer cases.

Dietary lycopene was not reported to have an association
with prostate cancer risk in a prospective study from the
Prostate Cancer Prevention Trial [16]. The PCPT originated
as a randomized trial of finasteride but was converted to
a prospective observational study. Diet was assessed one
year after randomization in 1994. Men underwent annual
screening for prostate cancer using digital rectal examination
and PSA. Men with an abnormal digital rectal examination
or PSA level 4 ng/mL or greater were encouraged to receive
a prostate biopsy. At the final study year all men not
previously diagnosed with prostate cancer were offered
prostate biopsies. This resulted in the inclusion of incidental
cases of prostate cancer that contributed to the substantial
24.8% of prostate cancer cases diagnosed in men originally
randomized to the control group. The majority of cancers
were localized and detected by screening or incidentally
discovered, and it is possible that low-grade cancers have
different characteristics from high-grade cancers. Prior
studies of lycopene intake have suggested stronger inverse
associations with advanced prostate cancer [18]. In addition,
it may be necessary to assess lycopene through simple
updated or cumulative average updated intakes rather than
a single baseline measurement.

4.3. Prospective Serum and Plasma Studies. A number of
studies have examined serum or plasma lycopene from bio-
banks in relation to subsequent prostate cancer risk. The
studies were typically nested case control in design; incident
cases and matched cancer-free controls over the follow-up
period were identified, and serum or plasma lycopene was
measured in the banked biospecimens. In a meta-analysis of
prospective studies up to 2003 [15], high serum lycopene
levels were associated with significant decreased risk of
prostate cancer: RR = 0.78 (95% CI: 0.61–1.00). Subsequent
studies on serum lycopene levels conducted in the post-PSA
era [23–28] have not reported significant inverse associations
with total prostate cancer risk.

One of the earliest studies to report an inverse association
between serum lycopene and prostate cancer risk was a
nested case control study of 103 prostate cancer cases
matched with 103 controls among 25,802 male residents of
Washington County, MD who donated blood in 1974 [29].
A nonsignificant 50% reduction in prostate cancer risk was
reported (OR 0.50; 95% CI: 0.20–1.29). Two of the largest
nested case control studies reported inverse associations
between plasma lycopene and prostate cancer risk [30, 31].
Plasma lycopene levels were higher in these multicentered
US cohorts compared with other studies, which may reflect
the higher education level in these populations. A nested
case control study within the Physicians’ Health Study,

a randomized, placebo-controlled trial of aspirin and β-
carotene, assessed incident prostate cancer cases in 578
men compared with 1294 age- and smoking-status-matched
controls [30]. Plasma lycopene was lower in cases than
controls. Men with higher plasma lycopene had a borderline
significant decreased risk of prostate cancer (highest quintile
RR = 0.75; 95% CI: 0.54–1.06; Ptrend = 0.05). There was
a significantly greater decreased risk for aggressive (high
stage or high grade) prostate cancer: highest quintile plasma
lycopene, RR = 0.56 (95% CI: 0.34–0.91; Ptrend = 0.05). These
associations were not confounded by covariates includ-
ing age, smoking status, body mass index, physical activity,
alcohol intake, multivitamin use, or plasma total cholesterol
level.

In a nested case control study within the prospective
HPFS cohort, 450 incident cases of prostate cancer diagnosed
between 1993 and 1998 were matched with 450 controls by
age, time, month, season, and year of blood donation [31].
A nonsignificant inverse association was reported for plasma
lycopene and risk of prostate cancer: RR for highest versus
lowest quintile, 0.66 (95% CI: 0.38–1.13). This association
was statistically significant for men older than 65 years
at time of plasma donation: RR for highest versus lowest
quintile, 0.47 (95% CI: 0.23–0.98), but was not observed for
younger men.

Serum lycopene was recently assessed in a nested case
control study within the Prostate Cancer Prevention Trial
(PCPT) [28]. There was no association between serum ly-
copene and prostate cancer incidence, but incidentally diag-
nosed prostate cancer cases by end-of-study biopsies were
analyzed alongside prostate cases diagnosed by screening.
In a reanalysis that included only cancers diagnosed from
abnormal screening there was a significant inverse associa-
tion between high serum lycopene and prostate cancer [7].
The cancers assessed by end-of-study biopsy were relatively
static (e.g., no PSA elevation or sign of clinical progression)
during the study period, so may not be appropriately
considered as “incident” prostate cancer.

Several other serum lycopene studies reported nonsignif-
icant inverse associations [23–25, 27] or no association [26,
32] with prostate cancer risk. However, these studies were
conducted in the post-PSA era that likely encompassed a
heterogeneous group of prostate cancers that included latent
and incident cancers. As with the PCPT, an association
with lycopene could be missed. In the large European
study (EPIC) by Key et al., a statistically significant inverse
association was observed for cases diagnosed at an advanced
stage [26]. In this study, men in the highest versus lowest
quintile of lycopene level had a RR of 0.40 (95% CI: 0.19–
0.88).

4.4. Case Control Dietary Studies. Several studies retrospec-
tively examined the association between tomatoes, tomato-
based products or lycopene, and prostate cancer risk, with
mixed results. In a meta-analysis of case control studies
through 2003 [15], high intakes of raw tomatoes, cooked
tomatoes, and lycopene were not associated with decreased
prostate cancer risk.
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A strong inverse dose-response relationship between
lycopene intake and histopathologically confirmed prostate
adenocarcinoma risk was reported in a case control study
of Chinese men [33]. Lycopene intake was assessed using
a reproducible and validated 130-item food frequency
questionnaire for elderly men in China [34]. For lycopene
intakes of 1609–3081, 3081–4917, and>4917 μg/d, the RRs of
prostate cancer compared with lycopene intake <1609 μg/d
were 0.47 (95% CI: 0.25–0.86), 0.40 (95% CI: 0.21–0.77), and
0.17 (95% CI: 0.08–0.39), respectively. The RRs reported for
lycopene and prostate cancer in this study were stronger than
some prior studies. This study also examined green tea and
vegetable and fruit intake and reported strong, significant
inverse associations for all these associations. The incidence
of prostate cancer is lower in developing countries such as
China, compared with Western countries. In China PSA
screening is not as commonly widely used compared with
Western countries. Prostate cancer is thus usually diagnosed
at more advanced stages. While further information and
stratification based on prostate cancer grade and staging
were not provided in this study, the lower prevalence of
PSA screening practices in China compared with the USA
suggests prostate cancer cases in this cohort were more likely
to be at advanced stages. The strong association between
lycopene and probable advanced prostate cancer suggests a
role for lycopene in influencing risk of aggressive cancer.

A significant inverse association between tomato intake
and prostate cancer was similarly reported in a case control
study of 617 Canadian men with prostate cancer and 636
age-matched controls conducted between 1989 and 1993.
The RR of prostate cancer was 0.64 (95% CI: 0.45–0.91)
for tomato intake >73 g/day compared with <24 g/day. There
was no significant association reported for lycopene intake
and prostate cancer [35].

In a case control study of 130 prostate cancer cases in Ira-
nian men, tomato consumption of greater than 100 g/week
was nonsignificantly inversely associated with decreased
prostate cancer risk (RR 0.45; 95% CI: 0.09–2.12) [36]. Food
intake was assessed based on the past two months of intake,
and tomato intake questions included tomato extract and
dressing. However, it is unclear whether this tomato group
included both raw and processed tomatoes.

An additional study reported a nonsignificant inverse
association between dietary lycopene and prostate cancer risk
[37] while several reported no association [38–40].

4.5. Case Control Serum and Plasma Studies. Three case
control studies of plasma lycopene reported strong inverse
associations with histopathologically confirmed prostate
cancer [41–43]. One study of non-Hispanic Caucasian men
used high-pressure liquid chromatography (HPLC) to exam-
ine plasma lycopene isoforms [42]. An inverse association
was reported for cis-lycopene-1 only. cis-lycopenes 2 through
5 individually and in sum as total cis-lycopene and trans-
lycopene were not associated with prostate cancer risk. This
study suggests the structural type of lycopene measured may
influence the ability to detect an association, as one cis
isomer but not total cis- or trans-lycopene was associated
with decreased prostate cancer risk. Data on individual

structural lycopene isomers have been limited. However,
a study in the HPFS found that the isomers were highly
correlated with each other, making any specific effects
difficult to distinguish [44].

The multicentered case control Third National Health
and Nutrition Examination Survey (NHANES III) of U.S.
Caucasian and African American men aged 40–79 years
reported a significant inverse association between serum
lycopene and aggressive prostate cancer (highest com-
pared with lowest quartile RR = 0.37; 95% CI: 0.15–0.94;
Ptrend = 0.04) and nonsignificant association between serum
lycopene and prostate cancer (highest compared with lowest
quartile RR = 0.65; 95% CI: 0.36–1.15; Ptrend = 0.09) [45].
Caution should be used in interpreting results from case
control plasma or serum studies because the cancers could
possibly be influencing lycopene level, resulting in reverse
causation.

5. Lycopene and Prostate Cancer
Associations: Conclusions

This paper focused on prostate cancer incidence that may
or may not have been detected by initial PSA screening
and highlights differences in the association with lycopene
based on prostate cancers initially screened with PSA testing
compared with cancers diagnosed in more advanced stages.
Elevated PSA may be attributed to a number of benign
factors, including the highly prevalent benign prostatic
hypertrophy in older men, and should not be used in
isolation along with single serum measurements for the
diagnosis of prostate cancer. Randomized interventions of
lycopene and prostate cancer risk have been limited in scope,
and some used PSA as an endpoint [10, 11]. Thus, trials
do not provide strong support either for or against a causal
association.

The epidemiologic literature on lycopene intake or level
and prostate cancer based on observational studies has
been inconsistent overall. Earlier studies had appeared more
promising but some recent studies are not supportive.
There are several potential explanations for this pattern.
One potential explanation is that there was a relative over-
reporting and publishing of positive studies in the earlier
years, followed by a correction of this publication bias as the
hypothesis grew in interest and null studies were published.
If so, then it may be concluded that there is unlikely to
be a causal connection between lycopene intake and risk of
prostate cancer.

An alternative possibility is that the earlier studies were
conducted largely before the onset of PSA screening, where
diagnosis of prostate cancer usually implied a period of
increasing aggressive behavior leading to the diagnosis. Thus,
the exposure was linked to the development of aggressive
behavior in cancers with biologic potential to progress. In
the PSA era, 1992–1998 with peak in 1992 following FDA
approval as a screening test for prostate cancer, the diagnosis
of prostate cancer is not typically linked to aggressive
behavior [4, 7]. An example of this phenomenon may be the
subgroup of cancers in the PCPT that were diagnosed at end
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of study biopsy. There was a high prevalence of undiagnosed
prostate cancer, even among the youngest group of men in
the study (55–59 years), which suggests that most of the
cancers eventually diagnosed during the study period were
present at baseline. Throughout the 7-year followup, the can-
cers diagnosed at end-of-study biopsy showed no evidence
of clinical or biochemical progression [28]. Prior studies
have shown that most cancers, even many with high-grade
Gleason scores, do not progress over prolonged time, and it is
well established that only a fraction of prostate cancers result
in the most advanced and clinically significant stage and
mortality [46]. Thus, the majority of these cancers was likely
present at the onset of the study and may be considered static
cancers. In fact, when reanalyzed as a case-only study, higher
serum lycopene levels in the PCPT appeared to be inversely
associated preferentially with cancers that showed evidence
of progression relative to cancers that showed no indication
of progression. In modeling two patterns of prostate cancer
progression, one with low lycopene exposure and rapid
tumor growth that reaches a threshold PSA level for clinical
diagnosis and the second with high lycopene exposure and
slow progression, the latter may be diagnosed at a much later
time through an incidental random biopsy rather than PSA.
Thus, asymptomatic cancers diagnosed at the end-of-study
by biopsy may signify cancers that were inhibited rather than
incident cancer. Thus, a possible interpretation is that high
levels of lycopene may have inhibited some existing cancers
to undergo progression.

Some evidence supports the premise that PSA screening
and type of tumor endpoint are critical. For example, the
HPFS was analyzed before and after peak PSA testing in
the early 1990s. Before PSA testing (1986–1992) tomato
sauce intake was inversely associated with prostate cancer
incidence and stronger for advanced stage cancers. While
the association for total prostate cancer incidence was
attenuated during the PSA era (1992–1998), the association
with metastatic prostate cancer persisted. In addition, in the
large EPIC study [26] serum lycopene level was inversely
associated with risk of advanced stage prostate cancer but not
nonadvanced prostate cancer.

Additional factors may contribute to the heterogeneity in
the literature. As discussed above, studies based on intake
are limited by the assessment of intake, food composition
databases, and differences in bioavailability. Future studies
may be improved by better taking into account bioavailability
differences among diverse foods. Prospective studies are pre-
ferable to avoid various biases, such as recall bias, or reverse
causation in studies of circulating lycopene. With increasing
use of PSA, it is becoming increasingly difficult to examine
advanced stage prostate cancer, at least in some populations.
Examining potential mediators or markers of aggressive
behavior in tumor tissue may be another useful approach in
the further study of lycopene and prostate cancer risk.

Abbreviations

CI: Confidence interval
HPFS: Health Professionals Follow-up Study
OR: Odds ratio

PCPT: Prostate Cancer Prevention Trial
PSA: Prostate-specific antigen
RR: Relative risk.

References

[1] A. Nahum, K. Hirsch, M. Danilenko et al., “Lycopene in-
hibition of cell cycle progression in breast and endometrial
cancer cells is associated with reduction in cyclin D levels
and retention of p27Kip1 in the cyclin E-cdk2 complexes,”
Oncogene, vol. 20, no. 26, pp. 3428–3436, 2001.

[2] C. W. Hadley, S. K. Clinton, and S. J. Schwartz, “The consump-
tion of processed tomato products enhances plasma lycopene
concentrations in association with a reduced lipoprotein sen-
sitivity to oxidative damage,” Journal of Nutrition, vol. 133, no.
3, pp. 727–732, 2003.

[3] W. A. Sakr, D. J. Grignon, J. D. Crissman et al., “High grade
prostatic intraepithelial neoplasia (HGPIN) and prostatic ad-
enocarcinoma between the ages of 20-69: an autopsy study of
249 cases,” In Vivo, vol. 8, no. 3, pp. 439–444, 1994.

[4] J. M. Legler, E. J. Feuer, A. L. Potosky, R. M. Merrill, and B.
S. Kramer, “The role of prostate-specific antigen (PSA) testing
patterns in the recent prostate cancer incidence decline in the
United States,” Cancer Causes and Control, vol. 9, no. 5, pp.
519–527, 1998.

[5] J. B. Meigs, M. J. Barry, J. E. Oesterling, and S. J. Jacobsen,
“Interpreting results of prostate-specific antigen testing for
early detection of prostate cancer,” Journal of General Internal
Medicine, vol. 11, no. 9, pp. 505–512, 1996.

[6] SEER, Cancer Statistics Review, 1973–1999.
[7] E. Giovannucci, “Commentary: serum lycopene and prostate

cancer progression: a re-consideration of findings from the
prostate cancer prevention trial,” Cancer Causes and Control,
vol. 22, no. 7, pp. 1055–1059, 2011.

[8] E. Giovannucci, Y. Liu, E. A. Platz, M. J. Stampfer, and W.
C. Willett, “Risk factors for prostate cancer incidence and
progression in the health professionals follow-up study,” In-
ternational Journal of Cancer, vol. 121, no. 7, pp. 1571–1578,
2007.

[9] K. Forbes, D. Ilic, and C. Hassed, “Lycopene for the prevention
of prostate cancer,” Cochrane Database of Systematic Reviews,
no. 4, Article ID CD008007, 2009.

[10] C. H. Bunker, A. C. McDonald, R. W. Evans, N. De La Rosa,
J. M. Boumosleh, and A. L. Patrick, “A randomized trial of
lycopene supplementation in Tobago men with high prostate
cancer risk,” Nutrition and Cancer, vol. 57, no. 2, pp. 130–137,
2007.

[11] R. B. Van Breemen, R. Sharifi, M. Viana et al., “Antioxidant
effects of lycopene in African American men with prostate
cancer or benign prostate hyperplasia: a randomized, con-
trolled trial,” Cancer Prevention Research, vol. 4, no. 5, pp. 711–
718, 2011.

[12] S. Schwarz, U. C. Obermüller-Jevic, E. Hellmis, W. Koch,
G. Jacobi, and H. K. Biesalski, “Lycopene inhibits disease
progression in patients with benign prostate hyperplasia,”
Journal of Nutrition, vol. 138, no. 1, pp. 49–53, 2008.

[13] E. Giovannucci, “Tomato products, lycopene, and prostate
cancer: a review of the epidemiological literature,” Journal of
Nutrition, vol. 135, no. 8, p. 2030S, 2005.

[14] E. Giovannucci, “A review of epidemiologic studies of toma-
toes, lycopene, and prostate cancer,” Experimental Biology and
Medicine, vol. 227, no. 10, pp. 852–859, 2002.



Journal of Oncology 7

[15] M. Etminan, B. Takkouche, and F. Caamaño-Isorna, “The role
of tomato products and lycopene in the prevention of prostate
cancer: a meta-analysis of observational studies,” Cancer
Epidemiology Biomarkers and Prevention, vol. 13, no. 3, pp.
340–345, 2004.

[16] A. R. Kristal, K. B. Arnold, M. L. Neuhouser et al., “Diet, sup-
plement use, and prostate cancer risk: results from the prostate
cancer prevention trial,” American Journal of Epidemiology,
vol. 172, no. 5, pp. 566–577, 2010.

[17] V. A. Kirsh, S. T. Mayne, U. Peters et al., “A prospective study
of lycopene and tomato product intake and risk of prostate
cancer,” Cancer Epidemiology Biomarkers and Prevention, vol.
15, no. 1, pp. 92–98, 2006.

[18] E. Giovannucci, A. Ascherio, E. B. Rimm, M. J. Stampfer, G. A.
Colditz, and W. C. Willett, “Intake of carotenoids and retinol
in relation to risk of prostate cancer,” Journal of the National
Cancer Institute, vol. 87, no. 23, pp. 1767–1776, 1995.

[19] E. Giovannucci, E. B. Rimm, Y. Liu, M. J. Stampfer, and W.
C. Willett, “A prospective study of tomato products, lycopene,
and prostate cancer risk,” Journal of the National Cancer Insti-
tute, vol. 94, no. 5, pp. 391–398, 2002.

[20] J. R. Cerhan, K. P. Cantor, K. Williamson, C. F. Lynch, J.
C. Torner, and L. F. Burmeister, “Cancer mortality among
Iowa farmers: recent results, time trends, and lifestyle factors
(United States),” Cancer Causes and Control, vol. 9, no. 3, pp.
311–319, 1998.

[21] P. K. Mills, W. L. Beeson, R. L. Phillips, and G. E. Fraser,
“Cohort study of diet, lifestyle, and prostate cancer in Advent-
ist men,” Cancer, vol. 64, no. 3, pp. 598–604, 1989.

[22] A. G. Schuurman, R. A. Goldbohm, E. Dorant, and P. A. Van
Den Brandt, “Vegetable and fruit consumption and prostate
cancer risk: a cohort study in the Netherlands,” Cancer Epide-
miology Biomarkers and Prevention, vol. 7, no. 8, pp. 673–680,
1998.

[23] U. Peters, M. F. Leitzmann, N. Chatterjee et al., “Serum lycope-
ne, other carotenoids, and prostate cancer risk: a nested case-
control study in the prostate, lung, colorectal, and ovarian
cancer screening trial,” Cancer Epidemiology Biomarkers and
Prevention, vol. 16, no. 5, pp. 962–968, 2007.

[24] J. Beilby, G. L. Ambrosini, E. Rossi, N. H. De Klerk, and A.
W. Musk, “Serum levels of folate, lycopene, β-carotene, retinol
and vitamin e and prostate cancer risk,” European Journal of
Clinical Nutrition, vol. 64, no. 10, pp. 1235–1238, 2010.

[25] H. Y. Huang, A. J. Alberg, E. P. Norkus, S. C. Hoffman, G. W.
Comstock, and K. J. Helzlsouer, “Prospective study of antiox-
idant micronutrients in the blood and the risk of developing
prostate cancer,” American Journal of Epidemiology, vol. 157,
no. 4, pp. 335–344, 2003.

[26] T. J. Key, P. N. Appleby, N. E. Allen et al., “Plasma carotenoids,
retinol, and tocopherols and the risk of prostate cancer in the
European Prospective Investigation into Cancer and Nutrition
study,” American Journal of Clinical Nutrition, vol. 86, no. 3,
pp. 672–681, 2007.

[27] J. Karppi, S. Kurl, T. Nurmi, T. H. Rissanen, E. Pukkala, and
K. Nyyssönen, “Serum lycopene and the risk of cancer: the
Kuopio Ischaemic Heart Disease Risk Factor (KIHD) study,”
Annals of Epidemiology, vol. 19, no. 7, pp. 512–518, 2009.

[28] A. R. Kristal, C. Till, E. A. Platz et al., “Serum lycopene con-
centration and prostate cancer risk: results from the prostate
cancer prevention trial,” Cancer Epidemiology Biomarkers and
Prevention, vol. 20, no. 4, pp. 638–646, 2011.

[29] A. W. Hsing, G. W. Comstock, H. Abbey, and B. F. Polk,
“Serologic precursors of cancer. Retinol, carotenoids, and

tocopherol and risk of prostate cancer,” Journal of the National
Cancer Institute, vol. 82, no. 11, pp. 941–946, 1990.

[30] P. H. Gann, J. Ma, E. Giovannucci et al., “Lower prostate
cancer risk in men with elevated plasma lycopene levels: results
of a prospective analysis,” Cancer Research, vol. 59, no. 6, pp.
1225–1230, 1999.

[31] K. Wu, J. W. Erdman, S. J. Schwartz et al., “Plasma and dietary
carotenoids, and the risk of prostate cancer: a nested case-
control study,” Cancer Epidemiology Biomarkers and Preven-
tion, vol. 13, no. 2, pp. 260–269, 2004.

[32] A. M. Y. Nomura, G. N. Stemmermann, J. Lee, and N. E.
Craft, “Serum micronutrients and prostate cancer in Japanese
Americans in Hawaii,” Cancer Epidemiology Biomarkers and
Prevention, vol. 6, no. 7, pp. 487–491, 1997.

[33] L. Jian, A. H. Lee, and C. W. Binns, “Tea and lycopene protect
against prostate cancer,” Asia Pacific Journal of Clinical Nutri-
tion, vol. 16, no. 1, pp. 453–457, 2007.

[34] L. Jian, C. W. Binns, and A. H. Lee, “Validity of a food-frequen-
cy questionnaire for elderly men in southeast China,” Public
Health Nutrition, vol. 9, no. 7, pp. 928–933, 2006.

[35] M. G. Jain, G. T. Hislop, G. R. Howe, and P. Ghadirian, “Plant
foods, antioxidants, and prostate cancer risk: findings from
case, control studies in Canada,” Nutrition and Cancer, vol. 34,
no. 2, pp. 173–184, 1999.

[36] G. Pourmand, S. Salem, A. Mehrsai et al., “The risk factors
of prostate cancer: a multicentric case-control study in Iran.,”
Asian Pacific Journal of Cancer Prevention, vol. 8, no. 3, pp.
422–428, 2007.

[37] A. E. Norrish, R. T. Jackson, S. J. Sharpe, and C. Murray Skeaff,
“Prostate cancer and dietary carotenoids,” American Journal of
Epidemiology, vol. 151, no. 2, pp. 119–123, 2000.

[38] F. Meyer, I. Bairati, Y. Fradet, and L. Moore, “Dietary energy
and nutrients in relation to preclinical prostate cancer,” Nutri-
tion and Cancer, vol. 29, no. 2, pp. 120–126, 1997.

[39] H. Deneo-Pellegrini, E. De Stefani, A. Ronco, and M. Mendi-
laharsu, “Foods, nutrients and prostate cancer: a case-control
study in Uruguay,” British Journal of Cancer, vol. 80, no. 3-4,
pp. 591–597, 1999.

[40] C. Bosetti, R. Talamini, M. Montella et al., “Retinol, caroten-
oids and the risk of prostate cancer: a case-control study from
Italy,” International Journal of Cancer, vol. 112, no. 4, pp. 689–
692, 2004.

[41] Q. Y. Lu, J. C. Hung, D. Heber et al., “Inverse associations
between plasma lycopene and other carotenoids and prostate
cancer,” Cancer Epidemiology Biomarkers and Prevention, vol.
10, no. 7, pp. 749–756, 2001.

[42] S. Chang, J. W. Erdman, S. K. Clinton et al., “Relationship
between plasma carotenoids and prostate cancer,” Nutrition
and Cancer, vol. 53, no. 2, pp. 127–134, 2005.

[43] J. Zhang, I. Dhakal, A. Stone et al., “Plasma carotenoids and
prostate cancer: a population-based case-control study in Ar-
kansas,” Nutrition and Cancer, vol. 59, no. 1, pp. 46–53, 2007.

[44] K. Wu, S. J. Schwartz, E. A. Platz et al., “Variations in plasma
lycopene and specific isomers over time in a cohort of U.S.
men,” Journal of Nutrition, vol. 133, no. 6, pp. 1930–1936,
2003.

[45] T. M. Vogt, S. T. Mayne, B. I. Graubard et al., “Serum lycopene,
other serum carotenoids, and risk of prostate cancer in US
Blacks and Whites,” American Journal of Epidemiology, vol.
155, no. 11, pp. 1023–1032, 2002.

[46] J. R. Stark, S. Perner, M. J. Stampfer et al., “Gleason score and
lethal prostate cancer: does 3 + 4 = 4 + 3?” Journal of Clinical
Oncology, vol. 27, no. 21, pp. 3459–3464, 2009.


	Introduction
	Measurement of Lycopene andTomato Products
	The Influence of PSA Screening onClinical and Epidemiologic Aspects ofProstate Cancer Incidence
	Epidemiologic Studies
	Clinical Trials
	Prospective Dietary Studies
	Prospective Serum and Plasma Studies
	Case Control Dietary Studies
	Case Control Serum and Plasma Studies

	Lycopene and Prostate CancerAssociations: Conclusions
	Abbreviations
	
	References

