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Reconciling the Effects of Screening on Prostate Cancer Mortality in the
. ERSPC and PLCO Trials
cereneennenalready in 2012
- Mortality reduction 11 years FU
The lack of screening benefit in PLCO was very early unmasked by....... Screening No Screening
missing an expected pathological stage shift in RP ERSPC 25-30 % gustpossere § 0
specimen from the control to the screening group
PCLO 27-32 % (due toprescreening) | 0

No longer the question whether screening makes sence
But: = HOW TO SCREEN

Tsodikov et al.; Annals of Internal Medicine 2017
Vickers A., Annals of Internal Medicine 2017

Eur Urol. M. Kwiatkowski/F. Recker 2012
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Prostatakarzinom: Neue Studie sieht Vorteile flr
hiinnreig _

Screcning and prostate cancer mortality: results of the C
European Randomised Study of Screening for Prostate
Cancer (ERSPC) at 13 years of follow-up

Follow up NN Invite (PSA) NN Diagnose
years
9 1410 48
1 979 35
13 781 27

USPSTF: Screening for breast cancer (8 recomendation)
Main results
Eight cligibl

interval e rials with m}mfnnul pror e

- -
an RR of 0.75 (95% C1 0.67 1 0.83). The RR for all seven rials combined was 0.81 (95% C10.74 r0 0.87). .
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EAU Guidelines

for g and early LE GR

Do not subw.'l men to prostate-specific antigen (PSA) testing without 3 B

on the ial risks and benefits,
Offer an individualised risk-adapted strategy for early detection to a well- 3 B
informed man with a good performance status and a life expoctancy of at
least ten to fifteen years.
Offer early PSA testing in well-Hinformed men at elevated risk of having 2b A
PCa:
& men > 50 years of age;
* men > 45 years of age and a family history of PCa;

=l

[T

2 Cumulative incidence Mortality

2l Goteborg. 15 vl 71% relative risk
i 1 ! H NG Pl reduction NNI 176,
j pos; ¥ 2 Goteborg | NND16

The Encut Sl e i A g W il g -t W
of Boin
n

rist Carlumon.t Erik

Bara. dohan Sirenoe

Starting(50-60 years!
Early start does not enhance the cumulative incidence

(when 10/12 random biopsies were done, PSA >2.5ng/ml)

20-23% cum. incidence starting
j_ 50 - 60 yrs similar

Cumutai incidnce grows more
slouly inyounger year

= Starting early advances the time of

diagnosis

but does not seem to increase the risk of being
diagnosed with P-Ca,

indicating that 50-60 yrs

does not increase overdiagnosis

Figure 2. Cumulstive incidence of PCa among complate

atlendoes (JABB) siatifiod by oge cohoris, Kapian-Meir
nlimatus
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Opportunistic is inferior to organized screening!
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Cumulative incidence Cumulative incidence

3 screening group = 14.45% St cdercs
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more intensive than opportunistic
"
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/. Opportunistic screening results in more

being diagnosed)

/ - “window of opportunity”

ORGANIZED

Curmative PC: mortabty (%]

Organized screening reduces PCa mortality

overdiagnosis (twice the number of men
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Epidemiology of P Ca

Life time risk
- Death from PCa

- Risk of suffering from PCA

Franks J. Pathol Bacteriol. 1954
Rich AR J. Urol 1935

to be f-eated,

but the tumor which needs to be treated
has to be early detected



PSA: ,Gatekeeper” for long
term developement of prostate
cancer

PSA as Gatekeeper

PSA > 2.4ng/ml
44% of all PCa deaths

Probability of metastasis (%)
o

PSA <1.0ng/ml
—0.9% P-Ca death 25 years

Screening PCa-Incidence within 8 years Baseline PSA
< 1ng/ml (n=2416), med. 61 years, Aargau

015 (0.62%)
= 2(0.08%)

High risk D’ Amico

BNpy 99.9%

55-69 years: Screening strategy: Intelligent screening >
sparing expence 2 prolong intervals
] — PCa free 12 years
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Negative Screen: Findings from ERSPC Rosterdam e ::|

Individualising of control intervals
How often testing at which risk?
Prognostic Calculators

M | Robl™ *, iepe D™, e L Scleiler, et LI v e,
o . v Sk, (s . B, ot . Sy

Risk calculators define precise control intervals

ProstateCheck -
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P - CaIncidence PSA<1.0

8 years Follow up static with no clinical
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Impact of Comorbidity on Survival Among Men With
Localized Prostate Cancer

Peter . Albertsen, Dirk F. Moore, Weichung Shik, Yong Lir. Hui Li, and Grace L. Lu-Yaa

Screening: When to stop ?

R.S. 66 yrs Gleason Sc. <7 Gleason Sc. 8-10 U.E. 77 yrs
1 | <
- i %
(in PIVOT trial 50%
died within 10 yrs!)

Biopsies: How to proceed?

- mp MRI considerations prebiopy (personal)

= Cancer. Part 1 Sereoniog.

10-12-core

—>bilateral from apex to base, ->as far posterior and lateral as possible
from the peripheral gland.
- Additional cores should be obtained from DRE/TRUS suspect areas.

When the same number of cores are taken, both
transrectal and transperineal approaches have comparable detection rates

Oral or intravenous quinolones are state-of-the-art preventive antibiotics
- The need to obtain culture results of prebiopsy rectal swabs to identify the most
appropriate antibiotic has been raised by recent studies.




Rebiopsy 2> mpMRI
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{rmpMRi) when clinical suspicion of PCa persists in spite of negative biopsies.

During repeat biopsy, include systematic biopsies and targeting of any mpMRI Za |B
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Prostate Magrsstic Imaging n
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Thus, when high quality prostate magnetic imaging is available, it should be strongly

considered for any patient with a prior negative biopsy who has persistent clinical suspicion

for prostate cancer and who is under evaluation for a possible repeat biopsy
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Pathologic and Clinical Findings to Predict Tumor
Extent of Nonpalpable (Stage T1c) Prostate Cancer

athen 1. L " Walsh, M, -

CAVE: OVERSIAGNOSIS!

Insignificant PCa

- PSA density < 0.15 ng/ml/cc
- Core involvement <50%

- Max. 2 cores involved

- <=Gl 3+3=6

Targete:

Epstein Jl et al., JAMA 1994, .

Characteristics of Detected and Missed Prostate Cancer Foci on 3-T Multiparametric MRI Using
an Endorectal Coil Correlated With Whole-Mount Thin-Section Histopathology
Nelly Tan,! Daniel J. Margolis,* David Y. Lu,? Kevin G. King,* Jiaoti Huang,? Robert E. Reiter,?

mpMRI: CAVE:

Underdiagnosis by missing
multifocal cancer

Reiter 2017:

The utility of current mpMRI techniques

is limited by the multifocal nature of PCA

with poor detection of non index lesions,

inaccurate estimation of tumor size and geometry,

and the need for interpretation of radiologists (interobserver variability)

Multifocality and Prostate Cancer Detection by Multiparametric
Correlation with Whole-mount

Histopathology
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SUMMARY

Do we have g

- USPSTF recommendation C

- Start screening with 50 yrs, in family risk men: 45yrs D 7 p h e r
i Deci

s . . Select MDA Srestate
- Use individual ORGANIZED control intervals according to age i Sy

and PSA level (use risk calculators) C on ﬁ rm
- Use risk calculator for indication of further diagnostics .

- Random biopsies 12 cores are still state of the art, also if mpMRI
does not show anything

- Latest rebiopsy with mpMRI
- mpMRI is one part of the future, but cave!

A) overdiagnosis
b) underdiagnosis

Conclusion

MRT-Ultraschall Fusion
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MRT Diagnostik vor Prostatabiopsien
MRT-Ultraschall Fusionsbiopsien der
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Filson CP, Cancer 2016, 122:884
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Neue App Risiko-Bestimmung

ENTER YOUR VALUES

6.2 ng/ml

29%
60

Prostate Health Index

PHI <24:
- Avoids 24-36% benign biopsy

- Avoids 17-24% biopsy in men with low risk Pca
- Miss 4% significant/aggressive PCA

De la Calle J Urol,2015

Europe uses diagnostic Risk Calculator PSA >3.0

Rotterdam g Swiss I ]

Cutoff 12.5% 15%

1M1%
Spared biopsies 33% 33%

17%

AUC

overall 0.79 0.74
high grade 0.86 0.89

Prognostic ProstateCheck-App calculator from Swiss
ERSPC Aarau

(PSA <3; incl. free/total PSA)

Screening population

- Started 1998

- FU, 4 screening rounds 12 years
- <38.0 PSAng/ml 4350

- PSA compliance 96%

- Bxcompliance 92%




