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ABOUT ME

Harm van Melick

« Oncologic urologist St. Antonius Nieuwegein-Utrecht

e Train residents

« Researcher oncologic urology NEDERLANDSE VERENIGING VOOR UROLOGIE
« Chair scientific committee Dutch Urologic Assiociation

« Medical advisor Netherlands Comprehensive Cancer

Organization (IKNL) t integraal
KNL kankercentrum
Nederland
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WHAT IS THIS TALK ABOUT?

Screening, diagnostics and treatments

EAU - EANM - ESTRO -

ESUR - ISUP - SIOG ¢
« About the prostate and PSA Guidelines on

« Facts and numbers of prostate cancer Prostate Cancer

N. Mottet (Chair), P. Cornford (Vice-chair), R.C.N. van den Bergh,
E. Briers, Expert Patient Advocate (European Prostate Cancer

- . = Coalition/Europa UOMO), M. De Santis, S. Gillessen,

L] I maglng and prostate bIOpSIeS J. Grummet, A.M. Henry, T.H. van der Kwast, T.B. Lam,
M.D. Mason, S. 0’Hanlon, D.E. Oprea-Lager, G. Ploussard,

H.G. van der Poel, 0. Rouviére, I.G. Schoots. D. Tilki, T. Wiegel

Guidelines Associates: T. Van den Broeck, M. Cumberbatch,

hd Treatments A. Farolfi, N. Fossati, G. Gandaglia, N. Grivas, M. Lardas,

M. Liew, L. Moris, P-P.M. Willemse

« Screening
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VOTE FOR SCREENING

Before presentation

Who votes for screening for prostate cancer in the Netherlands?
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PROSTATE

Anatomy & functioning

« PRO STATE gland (voorstander Klier)
* Reproductive system
« Seminal fluid

« Fully encloses urethra
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PSA HISTORY

» Glycoprotein that liguefies seminal fluid
« Discovered by Richard Ablin 1970

« Papsidero 1980 blood test

* Clinically available about 1990

« Specific for prostate, not cancer
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PROSTATE CANCER INCIDENCE

World wide
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PROSTATE CANCER INCIDENCE

Incidence western world

incidence rate per 100,000
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PROSTATE CANCER INCIDENCE

Netherlands

aantal nieuwe diagnoses per jaar (incidentie) .
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PROSTATE CANCER INCIDENCE

Netherlands

Nederlandse Kankerregistratie

meest voorkomende kankersoorten in 2018
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MORTALITY
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RISK CLASSIFICATION

Lokaal beperkt (T1-T2) 6 O %
|
f 1
0%

Laag risico Matig risico Hoog risico

T3-T4 enjof N+ M+ 4 O %
TR

Lokaal uitgebreid Uitgezaaid onbekend
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CONCLUSIONS STATISTICS

* Nr 1 male cancer (1 out of 8 men) Willet Whitmore 80’s

 Incidence increasing; about 13.000/yr NL quote ‘more men die

«  Mortality of 3.000/yr NL (equal to breast cancer) WIth prostate cancer
than from prostate

* Large variablity in mortality (stage dependant) ... ...
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Diagnosis for Prostate Cancer

Digital Trans MRI PCA3 Prostate-specific
rectal rectal Fusion (Prostate antigen
examination ultrasound biopsy CAncer blood test (PSA)
(TRUS) gene 3)
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S o DUN’T FEAR THE FINGER.

® ‘I have urinary problems. Do | have prostate cancer?’

®* ‘My friend told me I should test my PSA’

eeeeeeeeeeeeeeeeeeee
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DIAGNOSTICS 2

When a man goes to his GP e

Ideally GP tells his patient about the pro’s and ——
cons of PSA testing; decision aid available

m
THUISARTS.NL HE Testen op prostaatkanker?

e

&) Voorlezen S Print © E-mail

Keuzehulp

Testen op prostaatkanker?

Veel mannen denken: hoe eerder ik weet dat ik prostaatkanker heb,

hoe beter. Dat hoeft niet altijd zo te zijn. Het heeft voor- en nadelen om
te weten of u prostaatkanker heeft. Deze keuzehulp helpt u een
persoonlijke keuze te maken of u zich wel of niet laat testen.

Deze keuzehulp is bedoeld voor mannen van 50 tot 75 jaar die erover denken om
hun PSA te laten controleren. De keuzehulp is niet bedoeld voor mannen met
verhoogde kans op prostaatkanker. U gaat in 5 stappen door de keuzehulp heen.
In de&atste stap zet de keuzehulp voor u op een rij wat u belangrijk vindt. Dit

rzaght uitprinten en meenemen naar het gesprek met uw arts als u dat
o n o maI\

oncologie midden-nederland

STQNTONIUS

een santeon ziekenhuis




PRACTICE VARIATION

MOVEMBER

PROSTATE CANCER

AWARENESS
. . . MONTH
 Patient variation
 Socio-economic
status e

 Educational level

Incidentie per

100.000 inwoners,
Absoluut aantal gestandaardiseerd
mannen naar leeftijd (ESR)
500
 GP variation ?!
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DIAGNOSTICS

urologist
Major changes last 5-10 years *ﬁ et
Old school: ultrasound random biopsies \\ // \\ |
D "'«g/’/
. ST
oncomid QNTONIVS
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DIAGNOSTICS: REVOLUTION

MRI prostate

Since 2019 in EAU guidelines:
MRI before biopsy
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RANDOM VERSUS TARGET BIOPSY

mpMRI Targeted Biopsy
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TARGET BIOPSY TECHNIQUES

In-bore MRI MRI-US fusion Cognitive fusion

Pro Pro Pro
precision offic d (possible) office based
Contra ur ' cheap
expensive Contra urologist
availability learni rve? Contra
time consuming expe precise?

oncomid = STQNTONIUS
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DIAGNOSTICS e NEW ENGLAN D

JOURNAL of MEDICINE

TABLISHED IN 1812 MAY 10, 2018

MRI prostate and target biopsy

MRI-Targeted or Standard Biopsy for Prost

European Association of Urology

Head-to-head Comparison of Transrectal Ultrasound-guided

Advantages MR guided _ |
target biopsy | | maging it Sobeeat Wagari Resonanee-guided Hopey

in Biopsy-naive Men with Elevated Prostate-specific Antigen:

A Large Prospective Multicenter Clinical Study
No biopsies performed 31% 6% Less biopsies needed

Marloes van der Leest*, Erik Cornel”, Bas Israél®, Rianne Hendriks, Anwar R. Padhani®,
Martijn Hoogenboom°, Patrik Zamecnik°, Dirk Bakker"”, Anglita Yanti Setiasti ©,

Jeroen Veltman’, Huib van den Hout’, Hans van der Lelij®, Inge van Oort", Sjoerd Klaver",
Frans Debruyne’, Michiel Sedelaar <, Gerjon Hannink’, Maroeska Rovers’,

Christina Hulsbergen-van de Kaa®', Jelle O. Barentsz ™"

Significant PCa 389 26% More significant cancers
Gleason 6 PCa 00 22% Less overdiagnhosis

Overall PCa 47% 48%

. . een santeon ziekenhuis
oncologie midden-nederland

T



BIOPSY ROUTE

Transrectal versus transperineal

Prostate Cancer

and Prostatic Diseases

Prostate

Perspective | Open Access | Published: 13 January 2020

“TREXIT 2020”: why the time to abandon
transrectal prostate biopsy starts now

Ultrasound probe
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CONCLUSIONS DIAGNOSIS

« Major improvement due to MRI (image) guided biopsy
* Less men need biopsies

« More accurate

* Less low-risk cancers (less overdiagnosis)

« More finding of the cancers that are relevant

« Change to perineal biopsy route

oncologie midden-nederland iekenhui
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PROSTATE CANCER POSSIBLE TREATMENT OPTIONS*

*Some of the most chosen options for treating prostate cancer depending on its stage

Al

Active Surgery of the Hormonal
surveillance prostate treatments

r-o_,ﬁj "o 6 ﬁ%
== A R

Radiotherapy  Chemotherapy Immunotherapy

oncmid STQNTONIUS
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TREATMENTS

Many options, many choises

Behandeling van patienten met prostaatkanker (%) per stadium en risicoprofiel

10% 20% 30% 40% 50% 60% T0% B0% 0%  100%

Laag risico | B B Cccn octeve therapie
| | | | | | | | | | | = Operatief verwijderen prostaat

| | | | | | | | P Bestraling

Lokaal beperki

I I I | H contherapie
Lokaaluigebreid [N I NN ormoontherapi

[ i i | = Hormoontherapie en chemotherapie

Uitgezaaid 710 I . overig

*Geen actieve therapie omval zowel aclief volgen als een afwachtend beleid

STQNTONIUS
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TREATMENTS

low risk disease: do we treat?

Majority low-risk

e NEW ENGLAN D
JOURNAL of MEDICINE

ESTABLISHED IN 1812

OCTOBER 13, 2016 VOL. 375 MO 15

10-Year Outcomes after Monitoring, Surgery, or Radiotherapy
for Localized Prostate Cancer

F.C. Hamdy, J.L. Donovan, ] A. Lane, M. Mason, C. Metcalfe, P. Holding, M. Davis, T.). Peters, E.L. Turner,
R.M. Martin, ). Oxley, M. Robinson, ). Staffurth, E. Walsh, P. Bollina, ). Catto, A. Doble, A. Doherty, D. Gillatt,
R. Kockelbergh, H. Kynaston, A. Paul, P. Powell, S. Prescott, D). Rosario, E. Rowe, and D.E. Neal,

for the ProtecT Study Group*

Surgery Radictherapy Actiwe maniborng B Fresdom from Disease Progression
A Prostate-Cancer— Specific Survival Log
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TREATMENTS

Active surveillance

OPTIMISING
) ) . ) PROSTATE CANCER
First choice for low-risk disease Q STAGING - ..

« Important: Good Selection & Good Follow-up

« 2 PhD’s last week

* |nnovative studies:
PASPORT trial 1/2

STQNTONIUS
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TREATMENTS

Intermediate and high risk prostate cancer
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TREATMENTS CY JAMA Oncology

Surgery and radiotherapy outcomes

JAMA Oncol. 2019 Feb: 5(2): 213-220. PMCID: PMC6439553
Published online 2018 Nov 15. doi: 10.1001/jamaoncol.2018.4836 PMID: 30452521
Oncological outcomes Surgery vs Radiathrapy inthe Management of iopsy Gleason
Problem with Erectile Dysfunction Bowel Bother Score
& 100- A 100 :
e S e B S S
Functional outcomes § % Pe0.001
: 674 I 67-
® Urinary problems ,.-* 3 P<0.001
® Bowel problems S S
® Incontinence g| W gt T ]
® FErectile disfunction | | g
v T T T T | P T T T T |
0 612 24 36 48 60 72 0612 24 36 48 60 72

Months since Randomization Months since Randomization
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TREATMENTS

Developments surgery

1. 2. 3. 4.
Injection of multimodal tracer Audio-guided tumor Tumor visualization and Ex vivo measurement
and pre-operative SPECT- detection with gamma delineation with NIR Iquantification
PETI/CT imaging probe camera
° f’*
=) -
s
SPECT-PETICT
*e
PK
SR

STQNTONIUS

een santeon ziekenhuis

oncomid

oncologie midden-nederland

T



>

TREATMENTS

Metastatic disease

« 16% M1 at

Tumor Bueden (PSA leved)

diagnosis
* Progression to 6
M1 disease
Serditive | Metastatic Castrate
Chrically Localized | | Nonmetastatic e
Primary Distase Hormone Sensitive \ Ronmetastatke >‘[ m;:;::‘:w - Sone ]
Castrate Resistant
= Active Surveilance = Observation Peoszate Cancer * Enzakstamide - Radium-223
= Surgery “ Intermittent ADY A D o = Sipuleucel T
* Radlation = Salvage Treatment . mﬂ y * Docetaend
-:pul '.I :Abunm
; o = Carboplatin
= Olapaib
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INNOVATIVE THERAPY
PSMA-Lutetium

"TLu-PSMA-617 binds to PSMA
on the cell membrane with high affinity

° B particle emission

54, :|"’7Lu-PSMA-617

°Reduced binding in the kic

DNA damage ‘ - salivary glands, lacrimal gle
glands, and bone marrow it

onomid
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TREATMENTS

Evaluating new modalities

« Start 2020 UMCU and St. Antonius

« All patients with local Pca included

« All data in prospective database including imaging and
PROMS (1)

« All treatments identical data collection to make meaningfull
comparisson possible

STQNTONIUS
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UPC

Inclusion

« 600+ patients
included

onomid
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CONCLUSION TREATMENTS

« Good staging very important
 NOT treating in low-risk disease: active surveillance

« Different options in intermediate-high risk disease

* RT innovation: MR-Linac _
« Surgical innovation: image guided surgery

« Combination (systemic) treatments in metastatic disease
* |nnovative: LUu-PSMA
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SCREENING

L een santeon ziekenhuis
oncologie midden-nederland

T



SCREENING

« Males complain: females have nation wide screening for breast
cancer en cervical cancer

 In 2019 died 2954 men from prostate cancer and 3050 women
from breast cancer

« So why is there no screening program for men?

STQNTONIUS
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RESULTS SCREENING STUDIES

Study PSA screening

Labrie (Quebe 153/281 182*

Lundgren (Stoc 86/2400t

PLCO 2017 255/533 014*
ERSPC (core) 2014 355/825 018*
CAP 2018 549/1 853 167*

Random effect: P=0.05 for heterogeneity, 1°=58%

* Rate by total number of person years
T Rate by total number of patients

onomid

oncologie midden-nederland

Control

75/148 852*

771/25 081t
244529 860*
5451011 192*
647/2 095 405*

Incidence rate ratio Incidence rate ratio

(95% CI) (95% CI)
—— 1.08 (0.82to 1.42)
— 1.05 (0.83 to 1.27)
—— 1.04 (0.87 to 1.24)
— . 0.79 (0.69 t0 0.91)
— — 0.96 (0.85 to 1.08)

Favours
screening

I 1

0.96 (0.85 to 1.08)

Favours
non-screening
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E RS P C Screening and prostate cancer mortality: results of the @ ®
European Randomised Study of Screening for Prostate
Cancer (ERSPC) at 13 years of follow-up
La n C et 2 O 1 4 FHEHthmdcf,f\jﬂqsHUEDSSDF\,MOWJUPJ Roobol TeuvoL JTammela, Marco Zappa, VeraMelen, Macig]|

Hans Lilja, Lovis | Dens, Franz Recker, Afvaro Paez, Chris H Bangma, Sigrid Carlssen, Donella Pulkcl Arn

wski, Marcos Lujan, Lilsa Maattanen,
Xavier Rebillard, MattiHakama,

— ma Taar| Gunnar Aus, Andreas Huber, TheoH van derKwast, Ron H N van Schaik Harry | deKoning, Sue M Moss,
O. il igators*
Summary
Background The European Randor{lrisedﬂ sn{dy of Screening for Prostate Cancer [ERSPC]Vhas shown si_g_niﬁtam Lancet 2014; 384: 2027-25
T o
3 ST
=
n >270.000 o
>
= O
T O -
. = =
8 countries £
o
. 5 3
Median FU 13 yrs s °
=
. . _ 0 2 o
Reduction risk death = 21% 2 87
NNI = 781 o

1 3 5 7 9 11 13
N N D - 27 Time since randomisation (years)

Intervention arm ——— Control arm
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2018 REQUEST PILOT STUDY NETHERLANDS

» Health council (Gezondheidsraad) refused lincense for pilot
screening study

« Reasons, advantages do not counterbalance disadvantages:
« High number of overdiagnosis

« High percentage of overtreatment (of low risk disease)

« Psycological burden and stress for patients

oncologie midden-nederland iekenhui
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FINETUNING ERSPC

Screening the right way
Correction population data

Secondary endpoints

W N

Improvements since ERSPC

oncologie midden-nederland iekenhui
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FINETUNING ERSPC

1. Screening the right way

Gothenburg

®* N =20.000

® Reduction risk death =35% (vs 21%)
® NNI =231 vs 781)
® NND =10 Vs 27)

Differences from ERSPC:

— Age: 50-64
— Screening every 2 years
— Long follow-up

ng participation)
Low contamination)

oncologie midden-nederland iekenhui

T



FINETUNINIG ERSPC

Comparing to other types of screening

I O

Reduction 15-20% 20-60% 15% 27% 35%

risk death

NNI 100-2000 1140 (10 600-1200 781 231
yrs) (17 yrs)

NND 10 ? ? 27 10

STQNTONIUS
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FINETUNING ERSPC

Correction of population data

ERSPC overall:
® Non-participation: Mortality reduced 21% > 27%

Simulation:
® Non-participation: 20% > 27%
® Additional contamination: 27% > 29-31%

. . een santeon ziekenhuis
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FINETUNING ERSPC

Secondary endpoint

Metastases

® 30% risk reduction
® Less hormones / palliative treatment

Quality of life

® Quality adjusted life years (QALYS) gained per 1000 men being
screened Zevery year screening)

oncologie midden-nederland iekenhui
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FINETUNING ERSPC

Improvements since ERSPC

Post-ERSPC era
ERSPC started in the 90s; it’s history!

ERSPC = no MRI, no target biopsies, fe

Less biopsies needed

erapie’

More significant cancers

Laagd rsico

Less overdiagnosis

More Active Surveillance

- een santeon ziekenhuis
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SCREENING IN MODERN TIMES
Awareness _ In SP

Onafhankelijke informatie is niet gratis. Het NTvG investeert veel geld om het hoge niveau van haar artikelen te waarborgen,
ntvg door een proces van peer-review en redactievoering. Het NTvG kan alleen bestaan als er voldoende betaalde abonnementen zijn.

Het is niet de bedoeling dat onze artikelen worden verspreid zonder betaling. Wij rekenen op uw medewerking.
‘Intelligente opsporing’ van prostaatkanker

Een alternatief voor bevolkingsonderzoek
)327-329

EUROPEAN UROLOGY 79 (2021) 32
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CONCLUSIONS

State of the art in screening, diagnostics and treatments

* Rising incidence and mortality; variations in NL
« Diagnostic revolution: MRI selection and MRI target biopsy

* Innovative therapy

* Image guided radiotherapy
* Image guided surgery _
 New (combinations) systemic therapy

« Screening discussion completely different from 1990 ERSPC
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VOTE FOR SCREENING

End of presentation

Who votes for screening for prostate cancer in the Netherlands?
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