Has the time come to
introduce
Early Detection of Prostate
Cancer?

By Prof. Em. Hein Van Poppel
Adjunct-Secretary General for Education of
the European Association of Urology (EAU)
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PROSTATE CANCER
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417,000 men in Europe are diagnosed more than two million European 92 200 European men die of €9 billion in 2009, with health-
with prostate cancer every year. men are living with prostate cancer. prostate cancer each year. care accounting for €5.8 billion.

107,000 European men die of
prostate cancer each year.

Prostate cancer is the most common cancer in Europe for males

Per year 336.000 men are diagnosed with prostate cancer in the EU-27
1in 7 men in Europe will develop prostate cancer before the age of 85
More than two million men living with prostate cancer

107,000 European men died of the disease in 2018

The yearly costs of PCa in Europe is over 9 billion euros
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* Incidence in Belgium decreasing 2006-2017

* Prostate cancer is the most common male cancer in Belgium

EU BE
160/100,000 147/100,000
37/100,000 PCa deaths 32/100,000 PCa deaths
107.000 deaths/y 1500 deaths/y

* 5 year PCa Specific survival: 1. Cyprus (99,2%)
2. Lithuania (94,3%)
3. Belgium  (>90%)
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Table IV. MORTALITY-INCIDENCE RATE RATIOS” IN 13 COUNTRIES DURING 1973-77 TO 1988-92

Countries 1973-77" 1978-82 1983-87 198892
High risk

U.S. blacks 035 033 0.39 025
U.S. whites 0.28 025 023 0.16
Canada 0.36 029 0.25 0.20
Sweden 0.49 0.43 0.38 038
e In the pre-screening era, |, .. —
S ) 1 out of 2 to 3 PCa patients

Denmark 0.59 0.60
England and Wales died of their disease 0.60 057
taly 0.45 0.41
Spain 0.70 0.61 0.47 0.48
Israel 0.48 0.46 0.48 038
Low risk

Singapore 0.40 0.44 0.55 0.38
Japan 0.49 0.44 042 042
Hong Kong 0.41 0.39 0.36 035

1 The ratio of mortality to incidence in each country, by time period.
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Then PSA was introduced ...
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Then PSA was introduced ...
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* It can be used for early detection
* Population based screening:

o results in stage migration at
diagnosis

o decreases prostate cancer death
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Changes of Cancer Mortality

S-"ear Rate Changes - Mortality
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United States, 2005-2009
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Changes of Cancer Mortality

S-"ear Rate Changes - Mortality
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Prostate Cancer Screening RCT’s
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Screening decreases M+ and PCa death

- longest follow-up, and...+/- no contamination
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19y FU R’Dam cohort: - 54% M+ and - 52% PCa Death

Osses et al. Eur. Urol. 2019
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- exposes to over diagnosis and overtreatment
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Same name but different diseases

Yes indeed... But do not forget...

T
ey

Incidental prostate 11% of all male cancer
cancer at autopsy: > 50% deaths are PC related

Siegel et al., CA Cancer Clin. 2019




1. Early detected disease can be cured
2. Treatment of early disease has less side effects : better QoL

* Less incontinence/impotence after RPr

th scsve vl s
BEBOR ¢ L i TR M whar i Lin 50 B¥aied
el

* No need of hormones in case of RT :

L

3. Treatment of more advanced disease has more side effects,
impacts heavily on QoL and does often not cure

4. Treatment of metastatic disease is extremely expensive
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. €240,000
The total cost of this man ' for drugs and supportive care
with PCa was close to last 2-4 years of life
300.000€ over 18 years. Nad
s Radium 223
Cabazitaxel
Surgery .
e Relapse: Enzalutamide
Radiotherapy .Docetaxel Palliative
€5,000 i Abiraterone  p. iotherapy
Denosumab
‘ Medical Castration ‘ ‘
€11,000
age age age
62 70 &

1999 2000 2001 2002 2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2016 2017
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1. Prostate cancer is said not to be a killing disease:
- “You will die with, not from PCa”

2. Treatment can lead to unpleasant side effects while, if not
detected/treated, you might never experience any complaint

3. PCa diagnhosis automatically led to active treatment

Because, we were not able to discriminate between significant and
insignificant cancer

Anti - PSA Propaganda !
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UK: PCa death increased by 17% in 10 years

More people now die from prostate than breast cancer
UK prostate and breast cancer deaths, 1999-2015
=== Prostate cancer === Breastcancer
14,000
12,000 T~ :
8,000
6,000
1999 2001 2003 2005 2007 2009 2011 2013 2015
Source: Prostate Cancer UK B|B|C

http://spcsg.ca/reading-material/prostate-cancer-deaths-overtake-breast-cancer/
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Germany : PCa Mortality ranks 2nd

Abbildung 3.0.2

Prozentualer Anteil der haufigsten Tumorlokalisationen an allen Krebssterbefillen in Deutschland 2014
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Cases of aggressive prostate cancer on

the rise

SSO00

BESDO0

TFRO000

5000

2800

00

2400

2200

2000

Incidence of Prostate Cance

1800

1&00

1400

2004

All

Metastatic

2005

210G

200 2008 2 OnCre 2010 2011 2002 2013

Year of Diagnosis

SCIENTIFIC

SIS

Weiner A. et al., Prostate Cancer and Prostatic Diseases, 2016




What has been the consequence of less PSA testing?

I
100, Males, by site
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Overall, the ever decreasing mortality rate from PCa has come to a stop
And we let this happen!
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PCa Incidence 5 years after
USPSTF recommendations against Screening
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1. UK: PCa is diagnosed in more advanced or metastatic stages (>65%)
» More men are incurable (... will become CRPC)
- PCa death increased by 17% in 10 years

2. USA: More patients are primarily diagnosed in a metastatic — incurable
stage: “reverse migration”

- Increasing incidence of distant stage PCa from 4 in 2001 to 8% in 2017
- PCa death increased with 5% in 1 year

3. Germany: T3 at diagnosis 29% (2008), 49% (2017) l
Hu et al., JAMA Oncol. 2017 Butler et al., Cancer 2020
Lenzen-Schulte, Dtsch Arztebl. 2020 Am. Cancer Society 2020
And COVID19...? D.Siegel et al., MMWR 2020
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1. We are able to avoid over diagnosis:
* Better use of PSA: age-related PSA, PSA Density

* Risk Calculators (PCPT and ERSPC) +/- Molecular Biomarkers

0 mp(bp)MRI before biopsy Mannaerts et al., Eur. Urol. Oncol. 2018

....decrease of number of biopsies
...... detect more significant and less insignificant cancers
Amin et al., J. Urol. 2020

2. We reduce overtreatment:

* Application of Active Surveillance in 65% of low & intermediate risk 1
Nomogram to predict disease progression for men on AS Van Hemelrijck, EAU20
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1. PSA: €10/x
2. mpMRI: €136 (bp as good?)

3. Early detected significant PCa
€10-15,000
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1. Less biopsies, less complications
of biopsies and treatments

2. Less over-diagnosis, avoiding
over-treatment

3. No costly treatment of castrate
refractory disease (€240,000)

4. Less PCa deaths > increased
professional life spent

5. Better QoL




In Summary

* Early detection saves lives and saves money

* Late detection - increases the risk of dying from PCa
= poor QoL
= more costly (non-curative) treatment

* Late stage M+ PCa is very costly + miserable for men
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EAU initiatives

-

Endorsement of 58
National Societies
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romania2019.eu
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Prostate Cancer Screening
Bucharest, Romania 4-6-2019
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European Prostate Cancer Awareness Day

Early Detection WP5 conference
Budapest, Hungary 20-5-2019
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FOR ACTION AGAINST CANCER

Pmstag: ggncer Europe
Roundtal ¥ New openings of cancer screening in Europe
. 20 1 9 iPAAC WPS5 conference, side event of Finland’s Presidency of the Council of the European Union uu 24-03-2020
¢ . ! 5 December, 2019 - 8.30-16:00 iiEn :
2020(') Hosted by Finnish Institute for Health and Welfare THL, Cancer Society of Finland ZHu Croat |J.r| Presidenc ¥ of the
THL main building, Mannerheimintie 166 R council of the Eu ropean Lnion

PARLIAKENTARY DIMEMNSION

European

Associotion
of Urclogy




Risk stratified early detection

50% <1.0 40% 1-3.0 10% =3
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5years 2-4 years testing™
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Stﬂ-p PSA PSA at Reflex Calculate your prostate cancar risk
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* see EAU's Patient Information leaflet on PSA testing
** Family history, African-American origin, PSA density, o ager PSA density:
BRCA2 gene mutation, nomograms/risk colculator (ERSPC and PCPT)
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Reflex testing ™
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Loww risk
{35% MRI avoided)

European Cancer
Patient Coalition

High and inte mediate mpMRI™
Risk [65%) e [100%)
k4
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L |
Loww risk (57%)
- :
no biopsy)
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EUROPA UOM

Tha Voice of Man with Prostate Cancer in Eurcpe

. Once confirmed with 2-4 weeks inferval.

*=*  FEventwolly replaced by tri- or bi-porametric MRI.

=** Fomily history, Afrdcan-American origin, P5A density, BRCA2
gene mulation, nomograms/risk calcwlater (ERSPC and PCPT).

PIRADS -5
- (40%)
PSAD =0.15
L J
Intermediate and
high risk (43%]
L J
Targel +/- Systematic
biopsy
= PCa
(35%)

B Active survedllance

Grade Group 1= 25%
= Active treatment

Grade Group >1 = 75%

Eurppeon
Assacialion
of Urology
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The way forward for the EU
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Europe’s Beating Cancer plan

® Prevention

Reduce tobacco consumption

Improve (healthy) diets

Reduce alcohol consumption

Increase physical activity

Reduce obesity

N 15 = Increase vaccination against Human papillomaviruses and Hepatitis B
Urswla von der Layert : R B : g Avoid excessive exposure to sunlight (including sunbeds)

president of the Eurapean | i Protection from exposure to certain chemicals that can cause cancer
Commissan - Other

Please describe

600 characler(s) maximum

® Screening and early diagnosis

Impraving the participation to breast, cervical, and colorectal cancer
screening

Extension of screening to other cancer type
Other

Gastric cancer
4%

Lung cancer
B%

Please describe

00 characrerns) maximum

» Public consultation on European Commission’s Plan to Beat Cancer
We try to include early diagnosis of PCa
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Our recommendations RECOMMENDATIONS FOR THE

EU CANCER PLAN
TO TACKLE PROSTATE CANCER

— v s .
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Use PSA testing properly
- well-informed men 45-50 till >10 y life expectancy
- risk calculators, age-related PSA, PSAD, (biomarkers) and MRI

Biopsy those at risk for significant cancer

Treat actively (RPr or RT) those at risk to die from PCa
Manage with active surveillance those with low (and some with
intermediate) risk

———> Decrease PCa cost, decrease mortality and improve Quality of Life
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; EUROPE'S BEATING

CANCER PLAN
LET'5 STRIVE FOR MORE

T Sy ey
g oal

1. Early detection saves lives
2. Prostate cancer deaths can (rather easily) be dramatically reduced

3. Our adult male population and GP’s need to be informed (WONCA)

- “If you do not want to die from PCa ...”
- No uninformed mass screening

- A well informed healthy men should be offered early detection
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