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Préeambule

e Pas de conflit d’intérét mais je suis urologue |

* Nuances et respect !
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Fake news about Prostate cancer

Prostate Cancer

Common signs and symptoms to look out for.

Needing to rush to the Passing urine more often than Difficulty in passi
toilet to pass urine usual, especially at night

Feeling that your bladder Blood in urine or
has not emptied fully blood in semen
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Fake news about Prostate cancer

Prostate Cancer

ymmon signs and symptoms to look out for.

LRt

vrush to the Passing urine more often than
ass urine usual, especially at night

Difficulty in pass

Are you showing any of these
common symptoms of Prostate Cancer?
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Fake news about Prostate cancer

Prostate Cancer

ymmon signs and symptoms to look out for.

3 Common Risk
of Prostate Cancer

Older age
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Dosage PSA sans plainte : une

brochure pour peser le pour et
le contre

Les examens complémentaires dans le sillage d'un test PSA positif - en
l'occurrence une ou des biopsies - et les options curatives consécutives a un
diagnostic de cancer de la prostate sont source d'angoisse, d'inconfort et de
séquelles chez nombre dhommes dont beaucoup ne ressentaient pas le
moindre symptéme. Voire n'en auraient jamais ressenti vu I'évolution lente qui
caractérise ce type de tumeur. lIs seraient décédés, certes, avec le cancer, mais

pas du cancer.
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Eléments d'information
concernant le dépistage du
cancer de la prostate par PSA

bases sur les données belges

Informations pour le médecin




Sur-diagnhostic « sans impact réel»

Conseqguences de
I'avance au diagnostic

Pour ka majorité des patients diagnostiqués &
& suile d'un dépeatage, | avanceau diagnostic
gigrifie quils auront ks incomsénienis ot
les séquelles des traitements plus 14t gue
les patients diagnostigués & la swite d'un
gyrmpltme. Il 8'agit d'une avance s 7 ans
B ITIOE .
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llustration théorique de I'avance au diagnostic
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Morbidité et sur-diagnostic

» Que va-t-il arriver dans les 15

dépistage °

ans qui suivent le 1¢

Avec dépistage Sans dépistage
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{sur 82) sont diagnostiqués en plus. 6 hommes (sur 55) auront des 2
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Cu hommes ont un cancer de fa prostate pou
évaolutif. Le dépistage découwe ce cancer et les
hommes sont traités et/ou survesliés car a ce jour, il
n'est pas possble de distinguer les cancers évokaifs
des austres. Sans le dépestage, ces hommes n'auralent
ni remarqueé ni souffert de ce cancer pendant le reste
de lewr vie. C'est ce qu'on appelle le 'surdiagnostic’.

& normes (sur 82) restent en vie grace au
dépistage du cancer de la prostate.

Le dépistage du cancer détecte le cancer plus b3t
Cela rend le traiternent plus efficace.

métastases du cancer de la prostate
dans les 15 ans.



US Preventive Service Task Force / AAFP / ACS

Screening for Prostate Cancer

Population USPSTF recommendation grade

Men aged 55 to 69 years

@ Recommendation depends
on the patient’s situation.

ADULT MEN D Men aged 70 years or older
Without symptoms Not recommended
of prostate cancer /

Prostate cancer screening recommendations:

O ©

3

USPSTF: Screen men | AAFP: All men ACS: Screen men aged
aged 55 to 69 years aged 55 years and | 40 years and older based
on a patient-to-patient | older should not be | on life expectancy and
basis; men older than | routinely screened | risk factors after advising
70 years should not patients of potential risks
be screened and benefits of screening
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Effet de TARRET du dépistage sur le cancer
prostatique: avant / apres 2012
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Fig. 3 - Stage migration in prostate cancer diagnoses in the USA after the USPSTF recommendations against PSA screening in 20012 [14].
I"SA = prostate-specific antigen; USPSTF = United States Preventive Service Task Force.
Reproduced with permission.
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ERSPC : Effets favorables du depistage sur
A: I'évolution metastatique B: la mortalité
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Fig. 1 - Reduction in (A) progression to M+ prostate cancer (54%) and [B) prostate cancer-specific mortality (52%) due to PSA screening in the
Rotterdam cohort (n = 1134) of ERSPC at 19 yr of follow-up |2].
ERSPC = European Randomised study of Screening for Prostate Cancer; M+ = metastatic; P5SA = prostate-specific antigen.
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mj Guidelines Education & Events ~ Science & Publications

Y

< Guidelines

Prostate Cancer
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A comparison of systematic and opportunistic screening suggested over-di ; - ction in the
systematic screening group compared to a higher over-diagnosis with €ply 2 marginal survival benefit, at b)st, in the

opportunistic screening regimen [138].

The benefit of screening in reducing PCa-specific mortality (PCSM) and the even more favourable impact on
metastases rates, is counter-balanced by the side effects of screening such as increased diagnosis rates, which has

led to over-treatment of mainly low-risk PCa, and subsequent treatment-relate ing Qol, the
beneficial effects of screening and the side effects seem to balance ouresulting in limited overall impactyn the
invited population [139-141].

National USA recommendations against PSA-based screening resulted in a reduction in the use of PSA for early
detecﬂon and was assomated with h|ghe alea-ef-alv tHEass 11 112,142-147]. Initial widespread aggresswe

introduction of PSA testing [148-150]. The C A commendanon for men
< 70 years of age is that the decision to be screened should be an individual one [1571-1532].

Recognition of the harms of over-diagnosis and over-treatment had led to a redesign in the pathway for early
detection of PCa including identification of specific risk groups, individualised re-testing interval, improved indication
for biopsy using risk calculators and/or MR, targeted biopsies, and the application of AS for low-risk disease.



Trouver un equilibre entre 2 extrémes

* Depistage intensif Pas de dépistage structuré et
et surdiagnostic / perte de chance pour certains

sur-morbidité patients



Objectif: Dépister les cancers potentiellement
letaux

* « On meurt avec son cancer de prostate, pas de
son cancer de prostate »

* « Je connais un ami de 55—-65—-75 -85 ans qui
est mort de la prostate en quelques mois/années »
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Dépistage: criteres de performance

 simple
 fiable

* reproductible
« acceptable

« peu colteux

« valide



Dépistage: criteres de performance

« simple ? prise de sang
« fiable ? PSA:
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Kallicreine qui sert a liquefier
le sperme

Aucune utiliteé dans le sang.
Non spécifique du cancer mais...

Augmentée si infections, HBP,
trauma (vélo ? RS ? TR ?)



Dépistage: criteres de performance

« fiable : PSA

Augmente avec 1’age: adaptation
des normes

Tableaus
Tranches d'age Valeurs nomales de PSA (d'apres
[58])
4049 ans < 2,5m/ml
S0-59ams < 3,5ng/m
B0 E9ans < 4,5m/ml
10-79ams < 5,5 ng/ml




Dépistage: criteres de performance

« fiable : PSA

NON spécifique du cancer mais

Tableau 2 : Probabilités de diagnostiquer un cancer de la prostate en fonction du PSA

Valeur du PSA en Risque de
ng/ml cancer
0a1t15 4 %
1.5a4 13 %
4a50 30 %

50 a 100 60 %
Au-dela de 100 98 %




Dépistage: criteres de performance

e fiable : PSA

NON spécifique du cancer mais affinage possible avec

« la Densité du PSA

« ratio du PSA sur volume de prostate (TRUS
ou RMN):

« normale en dessous de 0,15 (0,12 a 0,20)

Exemples :

o BaA: 7,5 ng/ml TRUS: 65 ml: densité (7,5/65 =) 0,11

e PSA: 4,9 ng/ml TRUS: 32 ml : densité (4,9/32 =)
0,15 douteux

. PSA 12 ng/ml TRUS: 110 ml: densité 0,11 (OK si PSA a
16,5 g/ml g
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Dépistage: criteres de performance

e fiable : PSA

NON spécifique du cancer mais affinage possible avec

« la Densite du PSA (ratio du PSA
sur volume de prostate)

« Le Ratio PSA libre/ PSA total:
analyse de labo:

* Purement statistique: au plus haut
au mieux !!
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Dépistage : criteres de performance

« simple : prise de sang

« fiable (confiance) : PSA
 reproductible : demi-vie 2-3 jours
 Acceptable ?

« peu colteux : 12 € dont 5€ a charge du patient 1x/
an (50 ans)

« Valide (Mesure ce qu’il preétend mesurer): NON

e MAIS c’est un indicateur aux extremes valables



DP! .... mais dépistage de QUOI ?

* Notions de cancer de prostate indolent

L'évolution normale de la prostate est le cancer !

* Notions de cancer de prostate agressif:

Localisé : surveillable ou guérissable (chirurgie,
radiothérapie)

Localement avancé: guérissable par multimodalités
(chirurgie+ curage, radio-hormono)

Métastatique: non guérissable malgré multi-modalité
(hormonotherapieS, chimio, immunothérapie,...)



Cancer de prostate « indolent /infraclinique/ normal »

Taux de cellules prostatiques cancéreuses (microscopiques) sur autopsies

90
80  African-Americans (n=314) 83%
70 2 Caucasians (n=211)

60 65%
50

40 44%
30 37%
20
10

% of Cases

31%

8%

20-29 30-39 40-49 50-59 60-69 70-79
Age Group by Decades

Sakr W, Eur Urol 30:138, 1996
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CaP#=CaP: Noms identiqgues mais pathologies différentes

Il est vrai que... Mais n’oublions pas...

L] b Y ’ L] . o , . .
Incidence du CaP a l'autopsie: >50% 11% des décés par cancers masculins

Siegel et al., CA Cancer Clin. 2019

Merci au Pr H. Van Poppel pour certaines diapositives
ssriG
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Comment évaluer 'agressivité cellulaire du

cancer de prostate ?

Gleason's Pattern Scale

/ SSHG
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Well
1. Small, uniform glands. differentiated
2. More space (stroma)
between glands.
Moderately
differentiated

.. 3 Distinctly infiltration of

cells from glands at margins.

Poorly differentiated
Anaplastic

4. Irreguiar masses of neoplastic
celis with few glands.

§. Lack of or occasional glands,
sheets of cells.



Cancer de prostate et agressivité cellulaire sur

biopsies: le SCORE de Gleason

ZONE 1 (plus grande)

Gleason's Pattern Scale

1. Small, uniform glands.

2. More space (stroma)
between glands.

3. Distinctly infiltration of
cells from glands at margins.

A S2
4. Irregular masses of neoplastic
M colls with few glands.
4 .
s % : 3 .'ahLa:k ’1 "occasl al glands,
+ ZONE 2

Poor

differentiated
Moderately
differentiated

ly differentiated
Anaplastic

Gleason's Pattern Scale

1. Small, uniform glands.

2. More space (stroma)
between glands.

3. Distinctly infiltration of
cells from glands at margins.

4. Irregular masses of neoplastic

‘ﬁw cells with few glands.
4 - >

2 §. Lack of or occasional glands,
5 % K S sheets of cells.
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Poorl

diff tiated
Moderate ly

differentiate: d

ly differentiated
Anaplast

Grade de la zone 1 + Grade de la zone 2 = SCORE de
GLEASON

SUR LA MEME BIOPSIE

En théoriede 2a 10!

2 a 5: «cancer indolent/infraclinique »

6 : était considéré comme agressif mais plutot a
surveiller

7 : premier stade a traiter (!?)

8 : cancer agressif

9 et 10: trés agressif, anaplasique, différenciation neuro
endoctrine possible (perte de sécrétion du PSA !!)



Nouvelle classification des scores de Gleason

World Health Organization (WHO) Classification 2016 - Grade Groups

Grade group 1: Gleason score <6
Only individual discrete well-formed glands

Grade group 2: Gleason score 3+4=7
Predominantly well-formed glands with lesser component of
poorly formed / fused / cribriform glands

Grade group 3: Gleason score 4+3=7
Predominantly poorly formed / fused / cribriform glands with lesser component
of well-formed glands

Grade group 4: Gleason score 4+4=8; 3+5=8; 5+3=8

Only poorly formed / fused / cribriform glands

Predominantly well-formed glands and lesser component lacking glands
Predominantly lacking glands and lesser component of well-formed glands

Grade group 5: Gleason scores 9-10
Lack gland formation (or with necrosis) with or without poorly formed / fused /
cribriform glands

Fig. 23: Retrieved from: https://handouts.uscap.org/AN2017/2017_CMO05_fine__0201.pdf
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Il faut donc rechercher uniqguement les
cancers agressifs avec traitement possible.

e Eviter le surdiagnostic (stress induit, surveillance « inutile »)
* Mieux cibler les patients « a risque »
* Ne pas biopsier (asymptomatique)

pour rassurer
si pas de plan thérapeutique possible
si espérance de vie < 10 ans

e Eviter les biopsies inutiles

Ne pas re-re-biopsier (max 2x ?)
Biopsies ciblées par fusion d’image selon suspicion a la RMN
Privilégier les biopsies transpérinéales (versus transrectale: 1-2% de prostatite)



Deux nouveaux outils en dépistage du

cancer de prostate agressif

 La RMN prostatique multiplanaire 3T

e Les biopsies ciblées transpérinéales par fusion
d’'image RMN/échographie

32



Apport de la RMN prostatigue multi-planaire

PI-RADS V2.1 SCORES

The PI-RADS scores categories based on the lesions score depending on their location

PI-RADS
score

Peripheral zone (PZ) - DWI/ADC Transitional Zone (TZ) - T2 WI

DWI/ADC - Normal Normal

DWI1/ADC - Indistinct hypointense Circumscribed hypointense or heterogeneous

encapsulated nodules (BPH)

ADC - focal mild / moderaite hypointeise DCE - pwi<a | Heterogeneous signal intensity with obscured

DWI - iso /mild hyperintense =7 wies| MOTGInS or lesions that don't fall into other

categories

ADC - focal markedly hypointense Lenticular or noncircumscribed, homogeneous,

DWI - markedly hyperintense moderately hypointense and < 1.5¢cm

Similar to previous but 2 1.5¢m or definite Similar to previous but 2 1.5¢m or definite

extraprostatic extension extraprostatic extension

3¢ Quantib

N SsriG
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Apport de la RMN prostatigue multi-planaire

-%.I Guidelines  Education & Events ¥ Science & Publications v

< Guidelines

Prostate Cancer

5.2.4.2.1. MRl diagnostic performance in detecting PCa

Correlation with RP specimens shows that MRI has good sensitivity for the detection and localisation of ISUP grade =
2 cancers, especially when their diameter is larger than 10 mm [231-233]. This good sensitivity was further confirmed
in patients who underwent template biopsies. In a Cochrane meta-analysis which compared MRI to template biopsies
(> 20 cores) in biopsy-naive and repeat-biopsy settings, MRI had a pooled sensitivity of 0.91 (95% Cl: 0.83-0.95) and a
pooled specificity of 0.37 (95% ClI: 0.29-0.46) for ISUP grade > 2 cancers [168]. For ISUP grade > 3 cancers, MRI
pooled sensitivity and specificity were 0.95 (95% CI: 0.87-0.99) and 0.35 (95% CI: 0.26-0.46), respectively. MRl is less
sensitive in identifying ISUP grade 1 PCa. It identifies less than 30% of ISUP grade 1 cancers smaller than 0.5 cc
identified on RP specimens by histopathology analysis [231].

In a meta-analysis of 17

} ving men with suspected or biopsy-proven PCa, the average PPVs g
ith a PI-RADSv2.1 score of 3, 4 and 5 were 16% (7-27%), 59% (39-78%), and 85% (73-94%),
respectively, but with signific

=2 cancers of lesion
geneity among studies [234].

W ssriG
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SI PSA et/ou TR/TRUS SUSPECT: faire RMN
prostatique AVANT les biopsies

Ne biopsier que les PIRADS 5 et 4 (et parfois
les 3)

PI-RADS V2.1 SCORES

The PI-RADS scores categories based on the lesions score depending on their location

Peripheral zone (PZ) - DWI/ADC Transitional Zone (TZ) - T2 WI

DWI/ADC - Normal — —— Normal
" " o "
DWI1/ADC - Indistinct hypointense == || Circumscribed hyp o
encapsulated nodules (BPH)
ADC - focal mild / moderate hypointense DCE- owi<a | Heterogeneous signal intensity with obscured
margins or lesions that don't fall into other

DWI - iso /mild hyperintense 2
categories

Lenticular or noncircumscribed, homogeneous,
moderately hypointense and < 1.5¢cm

ADC - focal markedly hypointense
DWI - markedly hyperintense

Similar to previous but 2 1.5¢m or definite
extraprostatic extension

Similar to previous but 2 1.5¢m or definite
extraprostatic extension

s .
2% Quantib

N/ SSiriG
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Biopsies prostatiqgues ciblées
transrectales ou transperineales

Transrectal prostate biopsy PrecisionPoint® prostate biopsy

A\ infection

A\ sepsis
A\ rectal bleeding




Biopsies prostatiques 3.0: fusion RMN/écho

e Réalisation d’'une RMN 3 Tesla

* Contourage de la prostate

* Dessin des zones suspectes




Fusion des images RMN avec les images
échographiques le jour de la biopsie
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Biopsies prostatiqgues ciblées
transpérinéales




Donc la nouvelle question est

* Comment dépister les cancers significatifs SANS
créer

de sur-morbidité ?

* Faire moins de biopsies: en général ET par patient

* Biopsies plus précises : ciblées selon RMN

* Biopsies plus slres
e Apport de la RMN 3T prostatique multi-planaire (PI-RADS)
e Apport des biopsies ciblées « transpérinéales »

de sur-traitement ?
* Présentation des dossiers en CMO

* Encourager la surveillance active (Suivi semestriel par PSA +/-
RMN et re-biopsies)
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En MG: quid du dépistage par le PSA?

EUROPEAN UROLOGY BO [2021) 703-711

g -
available at www.sciencedirect.com T

[« I' f IJIII |l'|I )
I.I_.: 4 ..:' AT
journal homepage: www.europeanurology.com :

UROLOGY
e

= 1
Europeon Association of Urology ——

Review = Prostate Cancer - Editor's Choice

Prostate-specific Antigen Testing as Part of a Risk-Adapted Early
Detection Strategy for Prostate Cancer: European Association of
Urology Position and Recommendations for 2021

Hendrik Van Poppel “*, Monique J. Roobol®, Christopher R. Chapple©, James W.F. Catto -,
James N'Dow’%, Jens Senksen ", Arnulf Stenzl’, Manfred Wirth*

“ Deportment of Urology, University Hospitals Lewven, Leuven, Belgium: ®Deportment of Urology, Erasmus University Medical Centre Cancer Institute,
Rotterdam, The Netherlands; © Sheffield Teaching Hospitals NHS Foundation Trust, Sheffield, UK: 9 Academic Urology Unit, University of Sheffield, Sheffield,
UK: © Department of Urology, Royal Hallomshire Hospital, Sheffield Teaching Hospitols NHS Foundaotion Trust, Sheffield, UK: "Academic Urology Unit,
University of Aberdeen, Aberdeen, UK; ® Department of Urology, Aberdeen Royal Infirmary, Aberdeen, UK; " Deportment of Urology, Copenhagen University
Hospital, Herlev and Gentofte, Copenhogen, Denmark: "Foculty of Health and Medicol Sciences, University of Copenhogen, Copenhogen, Denmark:

| Department of Urology, Eberhard Karls University Tiibingen, Tiibingen, Germany; * Deportment of Urology, University Hospital Carl Gustav Carus, Technicol
University of Dresden, Dresden, Germany
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Prostate-specific Antigen Testing as Part of a Risk-Adapted Early
Detection Strategy for Prostate Cancer: European Association of
Urology Position and Recommendations for 2021

Hendrik Van Poppel “-*, Monique J. Roobol®, Christopher R. Chapple, James W.F. Catto®*,
James N'Dow'2, Jens Senksen "', Arnulf Stenzl/, Manfred Wirth "

Abstract

Background: Recommendations against prostate-specific antigen (PSA) testing in
2012 have increased advanced-stage diagnosis and prostate cancer-specific mortality
rates.

Objective: To present the position of the European Association of Urology (EAL) in
2021 and provide recommendations for the use of PSA testing as part of a risk-adapted
strategy for the early detection of prostate cancer.

Evidence acquisition: The authors combined their review of relevant literature, includ-
ing the EAU prostate cancer guidelines 2021 update, with their own knowledge to
provide an expert opinion, representing the EAL's position in 2021,

Evidence synthesis: The EAU has developed a risk-adapted early prostate cancer detec-
tion strategy for well-informed men based on PSA testing, risk calculators, and multi-
parametric magnetic resonance imaging, which can differentiate significant from
insignificant prostate cancer. This approach largely avoids the overdiagnosis/overtreat-
ment of men unlikely to experience disease-related symptoms during their lifetime and
facilitates an early diagnosis of men with significant cancer to receive active treatment. It
also reduces advanced-stage diagnosis, thereby potentially reducing prostate cancer=
specific mortality and improving quality of life. Education is required among urologists,
general practitioners, radiologists, policy makers, and healthy men, including endorse-
ment by the European Commission to adapt the European Council’'s screening recom-
mendations in its 2022 plan and requests to individual countries for its incorporation
into mational cancer plans.

Conclusions: This risk-adapted approach for the early detection of prostate cancer will
reverse current unfavourable trends and ultimately save lives.
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PAS de dépistage systématique /opportuniste
mais uniguement la population cible selon
guidelines EAU

Table 1 - Summary of current EAU guidelines for prostate cancer
PSA testing and early diagnosis |21 |

Da niot subject men ta PSA testing without counselling them on the patential
risks and benefits
Offer an individualised risk-adapted strategy for early detection to a well-
informed man with life expectancy of at least 10-15 yr
Offer early PSA testing to well-informed men at an elevated risk of having
prostate cancer:

1. Men =50 yr of age

2. Men =45 yr of age with a family history of prostate cancer

3. Men of African descent =45 yr of age

4. Men carrying BRCA2? mutations =40 yr of age
Stop early diagnosis of prostate cancer based on life expectancy and PS5, men
who have life expectancy of <15 yr are unlikely to benefit

EALl = European Association of Urology: PS = performance status; PSA
= prastate-specific antigen.
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Adaptation des suivis selon le PSA'!

Early detection of PCa in well
informed men*
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Prostate cancer:

Facts and scientific update for the EU Cancer Plan
1
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FIGURE 1. Rizk Stratified Early Detection.
Source: EAU 2020.
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Conclusions

* Le cancer prostatique est fréquent (et souvent
« indolent ») mais certains tuent

e La PSA est un outil de dépistage de moyenne qualité !

|| faut sélectionner/informer les patients AVANT de
proposer le dépistage.

* Le dépistage est multiparamétriqgue (PSAs, famille,
age, RMN)

* Limiter les biopsies (ciblées et transpérinéales)
* Ne traiter que les GG 2 et plus ( = surveillance active)
e QOser espacer les délais entre les PSA «annuels »
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Conclusions 2:

Repeal after 2-4
YRArS

Lew rigk
Clinical Tollaw-up +——— (avoid disgrioss of ndolent +
CANCATS)

Trealment, inchuding aclive
surveilancs

Fig. 4 - Risk-adapted algorithm for the early detection of prostate cancer, adapted based on prostate cancer guidelines published by the EALU [21]. The
patient’s values and preferences should always be taken into acoount as part of a shared decision-making process [21].

DRE = digital rectal examination; EAL = European Assoclation of Urology; MBI = magnetic resonance imaging; PIRADS = Prostate Imaging Reporting
and Data System; P5A = prostate-specific antigen.

*Healthy men =70 yr withouwt important comorbidities amd a life expectancy of = 10-15 yr may continue PSA testing.
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