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o Various conflicting guidelines and recommendations about
prostate cancer screening and early detection have left both
clinicians and their patients quite confused. At the Prostate
Cancer World Congress held in Melbourne in August 2013, a
multidisciplinary group of the world’s leading experts in this
area gathered together and generated this set of consensus
statements to bring some clarity to this confusion.

o The five consensus statements provide clear guidance for
clinicians counselling their patients about the early
detection of prostate cancer.
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Introduction

Recent guideline statements and recommendations have led
to further confusion and controversy about the use of PSA
testing for the early detection of prostate cancer. Despite
high-level evidence for the use of PSA testing as a screening
tool, and also for its role as a predictor of future risk, the USA
Preventive Services Taskforce (USPSTF) has called for PSA
testing to be abandoned completely [1], and many men

are therefore not given the opportunity for shared
decision-making. Other groups, e.g. the AUA [2], National
Comprehensive Cancer Network (NCCN) [3], and European
Association of Urology (EAU) [4], support a role for PSA
screening but with conflicting recommendations. Most
guideline statements have endorsed the role of shared
decision-making for men considering PSA testing.

To address these conflicting and confusing recommendations,
a group of leading prostate cancer experts from around the
world came together at the 2013 Prostate Cancer World
Congress in Melbourne, Australia, and generated a set of
consensus statements about the use of PSA testing and the
early detection of prostate cancer. The signatories to the
Melbourne Statement include representatives from urology,
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radiation oncology, medical oncology, general practice,
psycho-oncology and nursing. The goal of these statements is
to bring clarity to the confusion that exists with existing
guidelines and to present reasonable and rational guidance for
the early detection of prostate cancer today. These statements
are based on an appraisal of existing guideline statements and
an overview of published data about the early detection of
prostate cancer.

Consensus Statement 1: For Men Aged 50-69 Years,
Level 1 Evidence Shows that PSA Testing Reduces
the Incidence of Metastatic Prostate Cancer and
Prostate Cancer-Specific Mortality Rates

In the European Randomized Study of Screening for Prostate
Cancer (ERSPC), still with early follow-up, screening reduced
metastatic disease and prostate cancer-specific mortality by up
to 30% and 21% respectively in the intent-to-treat analysis,
with a greater reduction after adjustment for noncompliance
and contamination [5,6]. Statistical modelling studies of
ERSPC data have reported that with steady-state application of
the ERSPC protocol, that the prostate cancer-specific mortality
benefit would reach 67% reduction at the beginning of 12
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years of follow-up. In addition, the G6teborg randomised
population-based randomised trial showed a reduction in
metastatic disease and prostate cancer mortality with screening
starting at age 50 years, and the greatest reduction was seen in
the youngest age group [7]. The extent of over-diagnosis and
over-treatment decreases considerably with longer follow-up,
such that the numbers needed to screen (293) and numbers
needed to treat (12) to avert one prostate cancer death, compare
very favourably with screening for breast cancer. While routine
population-based screening is not recommended, healthy,
well-informed men in this age group should be fully counselled
about the positive and negative aspects of PSA testing to reduce
their risk of metastases and death. This should be part of a
shared decision-making process.

Although screening is essential to diagnose high-risk cases
within the window of curability, it is clear that many men with
low-risk prostate cancer do not need immediate aggressive
treatment. Active surveillance protocols have been developed
and have been shown to be a reasonable and safe option for
many men with low-volume, low-risk prostate cancer [8-10].
While it is accepted that active surveillance does not address
the issue of over-diagnosis, it does provide a vehicle to avoid
excessive intervention. Active surveillance strategies need
standardisation and validation to ensure that this is a safe
strategy and to reassure patients and clinicians.

PSA is a weak predictor of current risk and additional
variables, e.g. age, ethnicity, family history, medical history,
DRE findings, prostate volume, risk prediction models [11-13]
and new tools, such as the Prostate Health Index (phi) test
and prostate cancer antigen 3 (PCA3) test, can help to better
risk stratify men, potentially reducing over-diagnosis and
over-treatment of indolent prostate cancer. Further
developments in the area of biomarkers, as well as
improvements in imaging will continue to improve risk
stratification, with potential for reduction in over-diagnosis
and over-treatment of lower risk disease.

Although these men were not included in the two large
randomised trials, there is strong evidence that men may
benefit from the use of PSA testing as a baseline to aid risk

stratification for their likely future risk for developing prostate
cancer [14], including clinically significant prostate cancer.
Studies have shown the value of PSA testing in this cohort for
predicting the increased likelihood of developing prostate
cancer 25 years later for men whose baseline PSA level is in the
highest centiles above the median [15,16]. For example, those
men with a PSA level above the median are at considerably
higher risk and need closer surveillance. The median PSA level
for men aged 40-49 years ranges from 0.5 to 0.7 ng/mL, with
the 75th percentile ranging from 0.7 to 0.9 ng/mL [3,17]. The
higher above the median, the greater the risk of later developing
life-threatening disease. We recommend that a baseline PSA
measurement in the 40s has value for risk stratification and this
option should be discussed with men in this age group as part
of a shared decision-making process.

Men should be assessed on an individual basis rather than
applying an arbitrary chronological age beyond which testing
should not occur. As life expectancy improves in many
countries around the world (men aged 70 years in Australia
have a 15-year life expectancy), a small proportion of older
men may benefit from an early diagnosis of more aggressive
forms of localised prostate cancer, just as it is clear that men
with many competing co-morbidities and less aggressive forms
of prostate cancer are unlikely to benefit irrespective of age.
Likewise, a man in his 70s who has had a stable PSA level at or
below the median for a number of years previously, is at low
risk of developing a life-threatening prostate cancer and the
screening protocol can be appropriately modified.

An important goal when considering early detection of prostate
cancer, is to maintain the gains that have been made in prostate
cancer-specific survival over the past 20 years since the
introduction of widespread PSA testing, while minimising the
harms associated with over-diagnosis and over-treatment. This is
already happening in Australia, where >40% of patients with
low-risk prostate cancer are managed with surveillance or
watchful waiting [18], and in Sweden where 59% of very-low-risk
patients are on active surveillance. This is also reflected in current
guidelines from the EAU, NCCN and other expert bodies.

Abandonment of PSA testing as recommended by the
USPSTE would lead to a large increase in men presenting with
advanced prostate cancer [19], and a reversal of the gains
made in prostate cancer mortality over the past two decades.

However, any discussion about surveillance is predicated on
having a diagnosis of early prostate cancer in the first instance.
As Dr Joseph Smith editorialised in the Journal of Urology
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early prostate cancer detection.

cancer and its aggressive forms.

based on their age.

e Consensus Statement 1: For men aged 50-69 years, Level 1 evidence shows that PSA testing reduces the incidence of

metastatic prostate cancer and prostate cancer-specific mortality rates.

e Consensus Statement 2: Prostate cancer diagnosis must be uncoupled from prostate cancer intervention.

e Consensus Statement 3: PSA testing should not be considered on its own, but rather as part of a multivariable approach to

e Consensus Statement 4: Baseline PSA testing for men in their 40s is useful for predicting the future risk of prostate

e Consensus Statement 5: Older men in good health with a > 10-year life expectancy should not be denied PSA testing

after the publication of the ERSPC and the Prostate, Lung,
Colorectal, and Ovarian cancer screening (PLCO) trials,
‘treatment or non-treatment decisions can be made once a
cancer is found, but not knowing about it in the first place
surely burns bridges’ [20,21]. A key strategy therefore is to
continue to offer well-informed men the opportunity to be
diagnosed early, while minimising harms by avoiding
intervention in those men at low risk of disease progression.
The Melbourne Consensus Statement (Figure 1) provides
some practical guidance to help clinicians and patients achieve
these goals as part of a shared decision-making process.

None disclosed.

1 Moyer VA, U.S. Preventive Services Task Force. Screening for prostate
cancer: U.S. Preventive Services Task Force recommendation statement.
Ann Intern Med 2012; 157: 120-34

2 Carter HB, Albertsen PC, Barry MJ et al. Early detection of prostate
cancer: AUA guideline. J Urol 2013; 190: 419-26

3 NCCN. Prostate cancer early detection guidelines 2012 v.2. Available at:
http://www.nccn.org. Accessed November 2013

4 Heidenreich A, Abrahamsson PA, Artibani W et al. Early detection of
prostate cancer: European association of urology recommendation. Eur
Urol 2013; 64: 347-54

5 Schroder FH, Hugosson J, Carlsson S et al. Screening for prostate cancer
decreases the risk of developing metastatic disease: findings from the
European Randomized Study of Screening for Prostate Cancer (ERSPC).
Eur Urol 2012; 62: 745-52

6  Schroder FH, Hugosson J, Roobol M]J et al. Prostate-cancer mortality at
11 years of follow-up. N Engl ] Med 2012; 366: 981-90

7  Hugosson J, Carlsson S, Aus G et al. Mortality results from the G6teborg
randomised population-based prostate-cancer screening trial. Lancet
Oncol 2010; 11: 725-32

8 Bul M, Zhu X, Valdagni R et al. Active surveillance for low-risk prostate
cancer worldwide: the PRIAS study. Eur Urol 2013; 63: 597-603

9 Bangma CH, Bul M, Roobol M. The Prostate cancer Research
International: active surveillance study. Curr Opin Urol 2012; 22:

216-21

© 2013 The Authors
188 BJU International © 2013 BJU International

10 Klotz L, Zhang L, Lam A, Nam R, Mamedov A, Loblaw A. Clinical
results of long-term follow-up of a large, active surveillance cohort with
localized prostate cancer. J Clin Oncol 2010; 28: 126-31

11 European Randomized Study of Screening for Prostate Cancer. ERSPC
risk calculator, 2013. Available at: http://www.prostatecancer
-riskcalculator.com. Accessed November 2013

12 UT Health Science Center. Prostate cancer prevention trial risk
calculator, 2013. Available at: http://deb.uthscsa.edu/URORiskCalc/Pages/
uroriskcalc.jsp. Accessed November 2013

13 Sunnybrook Health Sciences Centre. Prostate cancer risk calculator,
2013. Available at: http://www.prostaterisk.ca. Accessed November 2013

14 Loeb S. Use of baseline prostate-specific antigen measurements to
personalize prostate cancer screening. Eur Urol 2012; 61: 875-6

15 Lilja H, Cronin AM, Dahlin A et al. Prediction of significant prostate
cancer diagnosed 20 to 30 years later with a single measure of
prostate-specific antigen at or before age 50. Cancer 2011; 117: 1210-9

16 Vickers AJ, Ulmert D, Sjoberg DD et al. Strategy for detection of prostate
cancer based on relation between prostate specific antigen at age 40-55 and
long term risk of metastasis: case-control study. BMJ 2013; 346: {2023

17 McKenzie P, Delahunt B, deVoss K, Ross B, Tran H, Sikaris K. Prostate
specific antigen testing for the diagnosis of prostate cancer. Pathology
2011; 43: 403

18 Evans SM, Millar JL, Davis ID et al. Patterns of care for men diagnosed
with prostate cancer in Victoria from 2008 to 2011. Med J Aust 2013; 198:
540-5

19 Scosyrev E, Wu G, Mohile S, Messing EM. Prostate-specific antigen
screening for prostate cancer and the risk of overt metastatic disease
at presentation: analysis of trends over time. Cancer 2012; 118: 5768-76

20 Smith JA Jr. What would you do, doctor? J Urol 2009; 182: 421-2

21 Andros EA, Danesghari F, Crawford ED. Neoadjuvant hormonal therapy
in stage C adenocarcinoma of the prostate. Clin Invest Med 1993; 16:
510-5

Declan G. Murphy, Division of Cancer
Surgery, Peter MacCallum Cancer Centre, East Melbourne,
Victoria 3002, Australia.

declan.murphy@petermac.org

EAU, European Association of Urology;
ERSPC, European Randomized Study of Screening for
Prostate Cancer; NCCN, National Comprehensive Cancer
Network; USPSTF, USA Preventive Services Taskforce.





