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The facts of prostate cancer 2 afons

Figure 4.1: The ten most common causes of cancer
death, males, UK, 2006
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Cancer mortality increases strongly from 50 years
of age onwards, peaking at ages 75-79 years.

Prostate cancer is an important health problem.
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The facts of prostate cancer - 2nfns

B Microscopic PC
B Clinical PC
B Deathly PC

Is PC always a life threatening disease?
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The facts of prostate cancer A zafons

Conclusions:

1.Prostate cancer is a major health problem

2.Death from prostate cancer and/or metastatic prostate cancer should
be avoided

3.The majority of detectable prostate cancer cases do not give any
complaints or will lead to death

Early detection of especially those prostate cancer cases
that cause symptoms and/or are life threatening is
desirable
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Definitions

What is screening?
Evaluation of a healthy population in order to identify

Individuals who have a disease, but do not yet have symptoms.

What is the concept of screening?
To identify a disease at a stage in its natural history where

treatment can be applied in order to prevent death or suffering.
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Favourable effects 2 ofons

Reduction in unfavorable outcome of disease (e.g. cancer deaths,
developmental disturbance)

Less treatment for advanced stages

Less intensive or mutilating treatment

More efficient diagnostic work up (less clinically suspicious cases)
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Unfavourable effects A 2ofons

Side effects of screening procedure

Earlier (knowledge of) diagnosis + side effects of treatment

Extra detection (overdiagnosis) and overtreatment

Risks of screening and assessment, and unintended detection of other
diseases

Possible false reassurance (confrontation with the diagnosis, or detecting a
disease, later as usual)
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How to decide if screening should be
recommended?

The disease must constitute a significant public health problem with
significant morbidity and mortality.

There must be demonstrable improved health outcomes related to
screening, in terms of additional years of life (life-years gained).
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How to decide If screening should be
recommended?

Level of overdiagnosis and adverse side-effects must be limited.

The screening procedure should have a reasonable cost; adequate

resources and health services should be available to accomplish the
screening and to provide the necessary interventions triggered by a

positive test result.
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Screening and Prostate-Cancer Mortality
in a Randomized European Study

N ENGL ) MED 360;13 NEJM.ORG MARCH 26, 2009

Fritz H. Schréder, M.D., Jonas Hugosson, M.D., Monique J. Roobol, Ph.D.,
Teuvo L.J. Tammela, M.D., Stefano Ciatto, M.D., Vera Nelen, M.D.,
Maciej Kwiatkowski, M.D., Marcos Lujan, M.D., Hans Lilja, M.D.,

Marco Zappa, Ph.D., Louis J. Denis, M.D., Franz Recker, M.D.,

Antonio Berenguer, M.D., Liisa Miittianen, Ph.D., Chris H. Bangma, M.D.,
Gunnar Aus, M.D., Arnauld Villers, M.D., Xavier Rebillard, M.D.,
Theodorus van der Kwast, M.D., Bert G. Blijenberg, Ph.D., Sue M. Moss, Ph.D.,
Harry J. de Koning, M.D., and Anssi Auvinen, M.D., for the ERSPC Investigators*

ELsopean Randomized Sk &




RANDOMIZATION PROCEDURES IN ERSPC

Aﬁ Bt*

Random identification of Random identification
men age FO] 55-70 (75) of men age (50) 55 - 70

Invitation, Randomization

Informed consent

|

Randomization Screening Control

|

Invitation + informed
consent

Screening Control

* Belgium, The Netherlands, Spain, Switzerland
** Italy, France, Finland, Sweden
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Methods | ST

European Randomized study of Screening for Prostate
Cancer (ERSPC)

Main end point: Prostate Cancer (PC) mortality

Ages: 50-74, core age group 55-69 (N= 162,387)
Screen interval 4 years (87%) or 2 years (13%)

Sextant (lateral) biopsy recommended for PSA >= 3.0

ng/ml or >= 4.0 ng/ml. With ancillary tests (DRE, F/T ratio
for PSA 3-4 ng/ml).
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Results: Cancer detection, M+ disease and A~z ofan
death i

Follow-up: average 8.8 years, median 9.0 years

126.462 screens, 2.1 per subject, PPV 24.1%
Screening arm: 5.990 PC’s (8.2%), 214 PC deaths
Control arm: 4.307 PC’s (4.8%), 326 PC deaths

Control arm
N=4.307

M1 disease at diagnosis 0.39 per 1000 py in C arm versus 0.23 per 1000
py in S arm, a 41% reduction ( p < 0.001)




Results 2: Intention to screen analysis

Relative risk (RR) of PC death 0.80 (95% CI 0.65 — 0.98,
P =0.04), a 20% relative reduction

Absolute risk reduction: 7 per 10.000 men screened

Number needed to screen: 1.410 (95% CI 1.142 — 1.721)

Number needed to treat: 48 (in excess of control group)
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Conclusions e

ERSPC shows a significant reduction in the
relative risk of PC death for men aged 55- 69 of
20% (intention to screen analysis)*

Adjustment for non compliance and contamination
results in a relative risk reduction of 31%**

NNS with this strategy 1410 and NNT =48
52% T1C prostate cancer in S-arm

PPV of sextant prostate biopsy triggered by a PSA
cut-off of >= 3.0 ng/ml i1s 24%

* Schroder et al. NEJM 2009 ** Roobol et al. Eur Urol 2009
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Cumulative risk of death from prostate cancer (e

Control group

Screening group
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No. at Risk
Screening group 65,078 58,902 20,288
Control group 80,101 73,534 23,758
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Study Design

22298 men in Goteborg on Dec 31, 1994,
aged SOG4 vears

20000 randomised in a 1:1 ratio

prostate canc

48 excluded
21 deceased or emigrated
before randomisation date
27 menwith prevalent
prostate cancer

v v

| 7578 attendees | 2374 non-attendees

w

Q952 invited every 2 years for 9952 not invited
PSA testing 19952008

1046 with PC 02 with PC 718 with PC

27 died from PC 17 died from PC 78 died from PC

Figure 1: Trial profile
PSA=prostate-specific antigen. PC=prostate cancer.




Results of cancer detection and death

Screening arm:
- PC detected: 1138 (11.4%)
- PC deaths: 44 (0.44%)

Control arm:
- PC detected: 718 (7.2%)
- PC deaths: /8 (0.78%)

Follow-up: median 14.0 years
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median follow up 14.0 years
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www.prostatecancer-riskcalculator.com
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www.prostatecancer-riskcalculator.com
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PRIAS inclusions over time

Cumulative number of inclusions
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Thank you!




