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Chemoprevention of Prostate Cancer: Myths and
Realities
Philippe D. Violette, MD, and Fred Saad, MD

Background: Prostate cancer will affect 15% to 18% of men in North America and will result in death in
3%. Established curative and palliative treatments for prostate cancer are associated with significant
morbidity and cost. For these reasons, prostate cancer is an ideal target for prevention.

Methods: Using MEDLINE we performed a systematic review of clinical trials that have investigated
pharmaceutical or nutritional interventions for the prevention of prostate cancer. The available evi-
dence was critically evaluated and summarized according to the strength of recommendation taxonomy.

Results: Many pharmaceutical and nutritional interventions have been investigated for the preven-
tion of prostate cancer. The strongest evidence exists to support the use of 5 �-reductase inhibitors
(5-ARIs) for prevention of prostate cancer. However, the evidence is insufficient to recommend that
these agents be used routinely among all men. In addition, the optimal timing or duration of 5-ARI use
in not known. At present there is no suitable evidence to recommend using any specific nutritional sup-
plement or diet to prevent prostate cancer.

Conclusions: Prostate cancer prevention should not be offered systematically to all men. There may
be a role for 5-ARI use among motivated men who wish to take a proactive approach to prostate cancer
prevention. (J Am Board Fam Med 2012;25:111–119.)
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Prostate cancer is extremely common, affecting
15% of white men and 18% of African American
men throughout their lifetime, and it will result in
death in 3% of men in North America.1 The dis-
ease is comparable to breast cancer, which will
affect 12% women throughout their lifetime2 and
cause death in 3%.3 There are established curative
treatments for prostate cancer such as prostatec-
tomy and radiotherapy (with or without androgen
ablation), which have shown a survival benefit when
compared with observation with delayed treat-
ment.4–6 There also are many palliative treatments

such as hormonal therapy,7 chemotherapy.8 and
several new innovative treatments for advanced
prostate cancer.9–11 However, these treatments,
whether curative or palliative in intent, are associ-
ated with significant morbidity12 as well as increas-
ing cost.13 The ubiquitous nature of the disease as
well as the significant burden of treatment makes
prostate cancer an ideal target for prevention. Pre-
venting or delaying onset of disease potentially
could result in reduced morbidity and cost related
to prostate cancer and its treatments.

Many potential interventions have been pro-
posed for the prevention of prostate cancer. These
interventions include medications (5-� reductase
inhibitors, nonsteroidal anti-inflammatory drugs
[NSAIDs], Cox 2 inhibitors, selective estrogen re-
ceptor modulators [SERMs], statins); dietary sup-
plements (vitamins A, C, D, and E, selenium, cal-
cium, multivitamins, folic acid, lycopene, soy and
related isoflavanoids, green tea and related poly-
phenols, omega 3/6 fatty acids); and dietary inter-
ventions (soy, fat, protein, and fish consumption).
From these possible interventions there have been
3 large, well-designed, randomized controlled trials
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(RCTs) published: the Prostate Cancer Prevention
Trial (PCPT),14 the Reduction by Dutasteride of
Prostate Cancer Events (REDUCE) trial,15 and the
Selenium and Vitamin E Cancer Prevention Trial
(SELECT),16 which have provided the most robust
evidence for prostate cancer prevention. In this
article we will review the available literature about
chemoprevention of prostate cancer and provide a
recommendation based on this evidence.

Methods
We performed a review of clinical trials that have
investigated pharmaceutical or nutritional inter-
ventions for the prevention of prostate cancer. We
searched MEDLINE (using Ovid) and PubMed for
articles published from 1996 to August 2010. We
identified studies that focused on the use of medi-
cations, nutritional supplements, and dietary inter-
ventions in the prevention of prostate cancer. We
also used the American Cancer Society and Na-
tional Cancer Institute websites to gather informa-
tion about cancer statistics.

We used combinations of the following Medical
Subject Headings terms: chemoprevention, pri-
mary prevention, prostatic neoplasms, testosterone
5-� reductase, finasteride, SERMs, vitamins, anti-
oxidants, vitamin E, vitamin D, ascorbic acid, caro-
tenoids, soy milk, soy foods, isoflavones, plant ex-
tracts, diet, omega 3 fatty acids, omega 6 fatty acids,
dietary proteins, dietary fats, antilipemic agents,
anticholesterolemic agents, hydroxymethylglutaryl-
coenzyme A reductase inhibitors, hydroxymethylglu-
taryl- coenzyme A reductases. All searches were lim-
ited to humans and English language.

In our initial search strategy we did not impose
any restriction on the type of study design, and we
made an effort to include relevant meta-analyses,
review articles, and RCTs. We retained the follow-
ing types of studies: meta-analyses; RCTs; clinical
trials (phase III, IV, multicenter, or single center);
practice guidelines; epidemiologic studies; case–c-
ontrol studies; and cohort studies. We identified
additional studies by searching manually through
references of related review articles and landmark
clinical trials. Titles and abstracts identified by the
literature search were assessed for eligibility. Stud-
ies that could not be excluded based on information
contained within the abstract were retrieved in full
for further evaluation.

Our search strategy yielded 490 citations. After
examining titles and abstracts of the retrieved cita-

tions a total of 56 met our inclusion criteria and
were included. We identified an additional 5 arti-
cles from review of the references of landmark trials
and review articles. Articles were excluded because
the study was pre-clinical, there were no relevant
outcome data, the citation was an editorial com-
ment, or the article described a research protocol
only.

Which Pharmaceutical Agents Can Be
Considered for Chemoprevention?
The most promising chemopreventive agents for
prostate cancer that have been investigated to date
are the 5-� reductase inhibitors (5-ARIs). The en-
zyme 5-� reductase exists in 2 forms, type 1 and
type 2, and is responsible for the conversion of
testosterone to dihydrotestosterone (DHT). DHT
is a much more active form of testosterone that acts
on the prostate and is involved in pathologic con-
ditions such as benign prostatic hyperplasia (BPH)
and prostate cancer. The precise etiology of pros-
tate cancer is largely unknown, although it is consid-
ered to be a multifactorial disease that requires the
presence of DHT as one of the principle factors. The
rational for using 5-ARIs in the prevention of pros-
tate cancer stemmed from the observation that men
with a mutation in the 5-� reductase enzyme did
not develop BPH or prostate cancer.17 This obser-
vation, combined with a series of epidemiologic
data, showed that certain populations of men, such
as African Americans, had increased rates of pros-
tate cancer and had higher levels of circulating
androgens, higher levels of 5-� reductase, and
higher levels of dihydrotestosterone. Conversely,
Asian men have the lowest rates of prostate cancer
incidence and mortality and have lower 5-� reduc-
tase activity.17 Therefore, the first major RCT for
the chemoprevention of prostate cancer used the
selective type 2 5-ARI finasteride in the PCPT
trial.

In the PCPT trial 18,882 men 55 years or older
were randomized to receive finasteride 5 mg versus
placebo once daily over a 7-year period. The group
of men selected for were at low risk for prostate
cancer because inclusion requirements included a
prostate-specific antigen (PSA) �3 ng/L and a nor-
mal digital rectal examination (DRE). The primary
result of the study was the prevalence of prostate
cancer in each arm as diagnosed by prostate biopsy
for cause (abnormal DRE or PSA �4) or at the end

112 JABFM January–February 2012 Vol. 25 No. 1 http://www.jabfm.org

 on 18 June 2025 by guest. P
rotected by copyright.

http://w
w

w
.jabfm

.org/
J A

m
 B

oard F
am

 M
ed: first published as 10.3122/jabfm

.2012.01.110117 on 4 January 2012. D
ow

nloaded from
 

http://www.jabfm.org/


of study. The study showed a 25% relative reduc-
tion (6% absolute reduction) in the prevalence of
prostate cancer in the finasteride arm compared
with placebo. Rates of sexual side effects (decreased
volume of ejaculate, erectile dysfunction, loss of
libido, gynecomastia) were higher in the finasteride
group. In contrast, urinary side effects (BPH, ur-
gency, frequency, retention, prostatitis) were lower
in the finasteride group. The unexpected result was
an apparent increase in the prevalence of interme-
diate- or high-grade cancers (Gleason 7 to 10)
among the finasteride group, which were 37% ver-
sus 22% of the prostate cancers identified in each
group, respectively (or, absolute difference of 6.4%
vs 5.1% of all study participants). There are many
possible explanations for this observation, but the
most salient question to answer is, Does finasteride
induce high-grade cancer or increase the detection
of high-grade cancers?

Several additional analyses of the PCPT data
support the claim that finasteride increases detec-
tion of high-grade prostate cancer and significantly
reduces the occurrence of low-grade prostate can-
cer. When assessing the performance of PSA for
patients taking finasteride compared with placebo,
Thompson et al18,19 found that PSA and DRE were
more sensitive at detecting cancers of any grade
among patients taking finasteride. It is also known
that finasteride reduces prostate size by 25%,14,20

and as such, for the same number of biopsy speci-
mens taken, a larger proportion of the prostate is
sampled. If finasteride effectively suppresses the
development of low-grade cancers then this will
result in the identification of a greater proportion
of patients harboring high-grade cancers. Evidence
that finasteride does not induce the development of

high-grade prostate cancer is offered by Lucia et
al21 in their review of the pathologic characteristics
of biopsy specimen from the PCPT trial. They
found that when comparing biopsies at a given
Gleason grade (�6, 7, �8), patients in the finas-
teride arm had a smaller number of cores positive
and a smaller percent of each core positive when
compared with the placebo arm. In addition, for
those patients who were treated with radical pros-
tatectomy after positive biopsy in PCPT, there was
no significant difference between treatment and
placebo arms in terms of pathologic stage, nodal
involvement, or margin status.22 Overall, based on
results from PCPT, it seems more likely that finas-
teride increases predictive accuracy of PSA in the
detection of prostate cancer and decreases the over-
all incidence of prostate cancer. Similarly, results
from the REDUCE trial seem to support this hy-
pothesis (Table 1).

The REDUCE investigators sought to assess the
utility of dutasteride in the prevention of prostate
cancer. The theoretical advantage of dutasteride is
that it blocks both type 1 and type 2 5-� reductase
enzymes compared with finasteride, which blocks
only type 1. Inhibiting both isoenzymes of 5-�
reductase results in a 90% decrease in circulating
DHT with dutasteride compared with 70% with
finasteride. In addition, type 2 5-� reductase en-
zyme is thought to be more predominant in pros-
tate cancer cells compared with type 1. Therefore,
dutasteride theoretically can be an effective preven-
tive agent for prostate cancer.

The REDUCE trial randomized 8231 men be-
tween the ages of 55 to 75 years with a PSA be-
tween 2.5 and 10 ng/dL and a negative prostate
biopsy to receive dutasteride or placebo over a

Table 1. Comparison of the Prostate Cancer Prevention (PCPT), Reduction of Dutasteride of Prostate Cancer Events
(REDUCE), and Selenium and Vitamin E Cancer Prevention (SELECT) Trials

Patients
(n)

Age
(years)

PSA
(ng/L)

Follow-Up
(years)

Relative Risk
of Prostate

Cancer*

Absolute Risk
of Prostate

Cancer*

Absolute Risk of
High-Grade

Prostate Cancer*
Risk of

Diabetes

PCPT 18,883 �55 �3 7 225% 26% 10.6% n/a
REDUCE 8,231 55–75 2.5–10 4 223% 25% 0% to 10.5%† n/a
SELECT 35,533 �50 �4 5.4 1Trend with

vitamin E
1Trend with

vitamin E
No known effect 1Trend with

selenium

*Compared with placebo.
†Original publication did not demonstrate increased risk of high-grade cancer; however, the Food and Drug Administration mandated
re-analysis of biopsy specimen based on modified Gleason score suggesting a 0.5% increase of high-grade prostate cancer in the
dutasteride arm.
PSA, prostate-specific antigen.
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4-year period. This patient population was consid-
ered to be at higher risk of having prostate cancer
than the population from the PCPT trial. The
primary endpoint of the study was biopsy-detect-
able prostate cancer at 2 and 4 years. Biopsies were
performed at study entry, if clinically indicated, or
by protocol at 2 and 4 years. The study showed a
23% decrease in incidence of prostate cancer in the
dutasteride group compared with the placebo
group (absolute reduction, 5.1%). There were no
statistically significant differences in the presence
of Gleason 7 to 10 prostate cancer between the 2
groups. The dutasteride arm also showed lower
rates of precancerous histologies on biopsy (high-
grade intraepithelial neoplasia and atypical small
acinar proliferation) compared with placebo. Sim-
ilar to the PCPT results, dutasteride was associated
with increased sexual side effects and decreased
urinary side effects. However, the unexpected re-
sult in this study was an increase in the incidence of
cardiac failure: 0.7% among men taking dutasteride
compared with 0.4% of men taking placebo. Two
other large RCTs involving 5-ARIs for BPH, the
Medical Therapy of Prostatic Symptoms (n �
3047)23 and Combination of Avodart and Tamsu-
losin (n � 4838),24,25 failed to show any increased
risk of cardiac events. Therefore, it is generally
considered that the very small absolute increase in
risk of cardiac failure seen in the REDUCE trial is
an artifactual finding of questionable clinical signif-
icance. Nonetheless, this may remain a factor when
considering large-scale use of dutasteride for pros-
tate cancer prevention.

The American Society of Clinical Oncology and
the American Urological Association have provided
the only published guideline on the use of 5-ARIs
for the prevention of prostate cancer in 2008.26

Their recommendations were based on data for a
single agent, finasteride, before the publication of
data from the REDUCE trial. The guideline con-
cludes that well-informed, asymptomatic men with
a PSA �3.0 ng/mL who agree to regular screening
may benefit from the use of a 5-ARI. However, the
guidelines do not recommend the use of 5-ARIs in
all men, nor do they suggest a specific trigger to
initiate further investigation.

The Food and Drug Administration (FDA) re-
cently has clarified their position with regard to the
risk and benefits of 5-ARIs for prostate cancer pre-
vention.27 The FDA confirms a 23% to 25% rela-
tive reduction in overall incidence of prostate can-

cer with the use of finasteride or dutasteride.
However, they caution that the overall reduction in
prostate cancer seems to be primarily with low-risk
cancers, and there seems to be a small increase in
risk of being diagnosed with high-grade prostate
cancer among men who take a 5-ARI. They esti-
mate that one additional man for every 150 to 200
men treated will have a diagnosis of high-grade
prostate cancer. In light of these findings the FDA
did not approve the use of 5-ARI for the prevention
of prostate cancer.

Other medications such as NSAIDS, Cox 2 in-
hibitors, and the SERM toremifene have been
studied for prostate cancer prevention. In a large,
case control study (n � 1298), Irani et al28 did not
find any protective effect of NSAIDS on prostate
cancer. However, a review of the topic by Basler
and Piazza29 did identify several case-control and
cohort studies that suggest a protective effect of
NSAID use on prostate cancer. To date there are
no RCTs investigating the use of NSAIDS for
prevention of prostate cancer. Cox 2 inhibitors
have been shown to reduce polyp size in colorectal
cancer and seemed to be promising for prostate
cancer prevention.29 However, an industry-spon-
sored phase III RCT of rofecoxib was aborted after
the medication was withdrawn from market.30

Toremifene was studied in a phase II RCT for
prevention of prostate cancer in men with high-risk
pathologic features on prostate biopsy. The inves-
tigators found a 48% decreased incidence of pros-
tate cancer with 20 mg toremifene daily compared
with placebo and a favorable tolerability profile
after 1 year.31 However, there are no published
phase III trials evaluating the role of toremifene as
a preventive agent for the incidence of prostate
cancer. Interestingly, toremifene currently is being
evaluated in 2 phase III trials of men with prostate
cancer receiving androgen deprivation therapy. In-
terim analysis suggests potential benefit with re-
gard to decreased bone loss and improved lipid
profile.32,33 Generally, the use of NSAIDs and Cox
2 inhibitors do not seem to have a role in prostate
cancer prevention, and the use of SERMs may be a
potential option among high-risk populations in
the future.

The use of statins also seems promising in the
prevention of prostate cancer. A recently published
meta-analysis that reviewed a secondary analysis of
6 large RCTs and 13 observational studies con-
cluded that statin use was not associated with over-
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all prostate cancer incidence but was associated
with a decrease in the incidence of advanced pros-
tate cancer (relative risk, 0.77; 95% CI, 0.64–
0.93).34 These findings have been repeated consis-
tently in smaller cohort and case control studies.
Therefore, from the available evidence it seems
that statins may play a role in the chemoprevention
of aggressive prostate cancers in the future. How-
ever, to date our best evidence relies on secondary
endpoints of large studies performed to assess the
cardiovascular benefits of statins. There has been
no RCT designed to primarily assess the role of
statins in the prevention of prostate cancer.

Are Dietary Supplements or Diet Modification
Effective for Prostate Cancer Prevention?
A multitude of dietary supplements have been eval-
uated for the prevention of prostate cancer, the best
studied of which are selenium and vitamin E (�-
tocopherol). Both selenium and vitamin E are es-
sential nutrients in human health. Their potential
role in prostate cancer prevention was made rele-
vant clinically by unexpected findings from 2 large
cancer prevention trials.35 The Nutritional Preven-
tion of Cancer Study was designed to evaluate the
role of selenium in the secondary prevention of skin
cancer. In subanalyses of patients who received
selenium, the study revealed a 66% reduction in
prostate cancer incidence over 4.5 years,36 which
continued to show a 49% reduction after 7.5
years.37 Similarly, the secondary analysis of the �
Tocopherol Beta Carotene Cancer Prevention
trial, designed to evaluate the effect of vitamin E on
lung cancer, found a 32% reduction in prostate
cancer incidence among patients in the vitamin E
arm.38 Based on these trials and other supporting
studies, the SELECT trial was designed.

The SELECT trial randomized 35,533 men
�50 years of age with a PSA �4 ng/mL and a
nonsuspicious DRE. These men were assigned ran-
domly to 1 of 4 groups: selenium, vitamin E, sele-
nium and vitamin E, or placebo. After a median
follow-up of 5.4 years the study was stopped be-
cause a conclusive finding of P � .0001 was
reached, showing no difference in incidence of
prostate cancer across all arms of the trial. In fact,
there was a trend (P � .06) toward increased inci-
dence of prostate cancer in the vitamin E arm and
increased occurrence of type 2 diabetes in the se-
lenium arm. Selenium also was associated with in-

creased rates of alopecia and grades 1 and 2 der-
matitis (P � .01). In 2 meta-analyses, high-dose
vitamin E supplementation has been associated
with increased all-cause mortality,39,40 although the
Physician’s Health Study II, a well-designed RCT,
did not reproduce this finding.41 Therefore, there
is no evidence that selenium or vitamin E, in their
�-tocopherol forms, have any benefit in prostate
cancer prevention.

Other supplements and diet regimens have been
evaluated in RCTs and population-based cohort
studies. Vitamin A (beta carotene), vitamin C, and
multivitamins have been investigated in the setting
of large RCTs. Unfortunately, to date these trials
have not provided adequate evidence to recom-
mend their use for prostate cancer prevention.42–44

Soy, animal products, calcium, protein, green tea,
folic acid, lycopene, and fish consumption all have
been evaluated in multiple population and cohort
studies, but have failed to yield clear enough results
from which to base phase III clinical trials.19,45–48

Chavarro et al46 performed a prospective cohort
study based on the Physician’s Health Study and
found that fish consumption (�5 times per week)
was not related to prostate cancer risk but was
protective of prostate cancer–specific death. Much
attention has been given to the use of lycopene
based on the result of the Health Professionals
Follow-up Study, which demonstrated a decreased
risk of prostate cancer with increasing consumption
of tomato sauce.49 However, the Prostate Lung
Colorectal and Ovarian Cancer study failed to
identify an overall protective effect of lycopene on
prostate cancer incidence.50 It may be that some of
these dietary supplements have a beneficial effect in
specific populations or clinical situations. However,
at this time there is inadequate evidence to recom-
mend any nutritional supplement or dietary regimen
for the prevention of prostate cancer (Table 2).

Conclusion and Recommendation
The prevalence of prostate cancer and the signifi-
cant morbidity and cost associated with its treat-
ment make it an ideal target for prevention. Many
pharmaceutical and nutritional interventions have
been investigated. At present there is no suitable
evidence to recommend using any specific nutri-
tional supplement or diet to prevent prostate can-
cer. However, high meat protein and high-fat diet
have been associated with increased risk of prostate

doi: 10.3122/jabfm.2012.01.110117 Chemoprevention of Prostate Cancer 115

 on 18 June 2025 by guest. P
rotected by copyright.

http://w
w

w
.jabfm

.org/
J A

m
 B

oard F
am

 M
ed: first published as 10.3122/jabfm

.2012.01.110117 on 4 January 2012. D
ow

nloaded from
 

http://www.jabfm.org/


cancer retrospectively. Unfortunately, lowering
meat or fat consumption has not shown benefit
with regard to the development of prostate cancer,
but it does have clear cardiovascular benefits. The
strongest evidence exists to support the use of

5-ARIs for chemoprevention of prostate cancer;
however, this indication has not been approved by
the FDA. We therefore recommend that, for pa-
tients who wish to take a proactive approach to
prostate cancer and have an enlarged prostate with

Table 2. A Summary of Proposed Agents for the Prevention of Prostate Cancer, Mechanisms, Demonstrated
Benefits, Potential Harm and Quality of Evidence

Agents Proposed Mechanism* Demonstrated Benefit Potential Harm
Quality of
Evidence†

Finasteride Inhibits 5-alpha reductase,
lowers DHT

Decreased incidence/diagnosis
of prostate cancer,
improved urinary symptoms

Increased sexual side effects,
may increase risk of high-
grade prostate cancer

Level 1

Dutasteride Inhibits 5-alpha reductase,
lowers DHT

Decreased incidence/diagnosis
of prostate cancer,
improved urinary symptoms

Increased sexual side effects,
may increase risk of high-
grade prostate cancer

Level 1

Selenium Inhibits clonal expansion
of prostate cancer cells

No effect May increase type II
diabetes mellitus

Level 1

Vitamin E Cell membrane
antioxidant

No effect May increase prostate
cancer incidence, all cause
mortality, and
hemorrhagic stroke

Level 1

Vitamin C Antioxidant No effect No effect Level 2
Beta-carotene Antioxidant No effect Increased risk of lung and

gastric cancers
Level 2

Multivitamins Various mechanisms No effect May increase rate of
prostate specific death

Level 2

Lycopene Antioxidant Possible effect but conflicting
evidence

Unknown Level 2

NSAIDs Reduces prostaglandin 2
and arachidonic acid

Unclear effect on prostate
cancer incidence

Increased risk GI bleed Level 3

Aspirin Inhibit cell migration May decrease risk of prostate
cancer

Increased risk GI bleed Level 3

Cox 2 inhibitors Pro-apoptotic agent No effect Risk of cardiovascular
events at high dose

Level 3

Statins Multiple potential
cholesterol and non-
cholesterol-dependent
mechanisms

May lower incidence of
advanced prostate cancer

Myalgia, hepatic
dysfunction

Level 3

Toremifene Selective estrogen
receptor modulator

May decrease incidence of
prostate cancer

Hot flashes, nausea, hepatic
dysfunction

Level 3

Soy Weak estrogen Increased intake may decrease
prostate caner risk

Unknown Level 3

Protein/meat intake Unknown; may be related
to fat intake

Lowering meat intake has not
been shown lower cancer
risk

Increased red meat intake
may have increased risk
of prostate cancer

Level 3

Fat intake Fat increases circulating
androgen

Conflicting evidence for
lowering fat intake on
prostate cancer, but
documented benefit to
cardiovascular health

High-fat diets are associated
with higher incidence and
more advanced prostate
cancer

Level 3

Fish consumption Via modifying omega 3:
omega 6 fatty acid ratio

Increased fish intake may
decrease prostate cancer
death

Unknown Level 3

*There are no clearly identified causal mechanisms for prostate cancer prevention; commonly accepted mechanisms with some
evidence from preclinical investigations are presented.
†Levels of evidence employ the strength of recommendation taxonomy (SORT) as described in Ebell MH, Siwek J, Weiss BD, et al.
Strength of recommendation taxonomy (SORT): a patient-centered approach to grading evidence in the medical literature. J Am
Board Fam Pract 2004;17:59–67.
DHT, dihydrotestosterone; GI, gastrointestinal; NSAIDs, nonsteroidal anti-inflammatory drugs.
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voiding symptoms, the only class of medications
that can be offered for prevention are 5-ARIs. Men
with an enlarged prostate and voiding symptoms
may derive the additional benefit of chemopreven-
tion and improved urinary symptoms with the use
of a 5-ARI. Men who are taking a 5-ARI should be
followed with yearly PSAs and should be made
aware of the potential risks, side effects, and bene-
fits that can be anticipated from treatment. A base-
line PSA measure should be obtained before the
start of therapy with a 5-ARI, and physicians should
expect this value to drop by approximately 50% at
6 months. Any persistent rise in PSA while taking a
5-ARI should be considered suspicious and prostate
cancer should be ruled out.27

Gaps in the Knowledge
Many aspects of prostate cancer chemoprevention are
not well understood. The use of 5-ARIs have shown
some benefit, but the optimal duration of therapy and
long-term benefit have yet to be defined. In addition,
their side effect profile may be unacceptable to some
men. There remains a need to investigate the use of
other agents that can be effective in the prevention of
prostate cancer but may be better tolerated. There are
ongoing clinical trials of lycopene, soy, green tea,
omega 3 fatty acids, and polyunsaturated fatty acids
(www.clinicaltrials.gov). However, these trials are de-
signed to evaluate surrogate makers for the develop-
ment of prostate cancer and are not powered to ex-
amine incidence. As such, they are unlikely to yield a
result of clinical significance. In addition, cost-effec-
tiveness studies will be needed to determine the fea-
sibility of using a 5-ARI or another agent on a large
scale.

Key Points

● Prostate cancer prevention can be offered to
well-informed men who wish to take a proactive
approach but should not be offered systematically
to all men.

● Only finasteride and dutasteride have been stud-
ied adequately to be recommended for use in
prostate cancer prevention selectively with highly
motivated patients.

● Any rise in PSA while taking a 5-ARI should be
considered suspicious and prostate cancer should
be ruled out.
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