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The Prostate 4:473-485 (1983)

\et's start at the begivming

Radical Prostatectomy With Preservation of
Sexual Function: Anatomical and
Pathological Considerations

Patrick C. Walsh, Herbert Lepor, and Joseph C. Eggleston

James Buchanan Brady Urological Institute, Johns Hopkins Hospital, and the Departments
of Urology and Pathology, Johns Hopkins University School of Medicine, Baltimore

Stage A, tumor not palpable

Stage A 1 - well to moderately well differentiated carcinoma
(Gleason grade 2-7) involving less than 5% of the resected specimen.
Stage A2 - poorly differentiated carcinoma (Gleason 8- 10) or any
tumor involving more than 5% of the resected specimen

Stage B, tumor confined to the prostate

Stage C, tumor extending locally beyond the
prostate

Stage D, tumor with metastases




The Role of Radical Prostatectomy in the Management of
Prostatic Cancer

PATRICK C. WALSH, MD, AND HERBERT LEPOR, MD

Cancer 60:526-537, 1987,

IDEAL CANDIDATES FOR RADICAL PROSTATECTOMY

Young men with Stage Al prostatic
However, it must be recognized that this may also be over treatment for many patients
who would not experience progression.

Stage A2 prostatic carcinoma with some doubts because :

(1) secondary radical prostatectomy was difficult;

(2) patients often had more advanced disease than previously recognized;

(3) the incidence of incontinence and impotence in this setting was unacceptable.

Patients with Stage B 1 disease are ideal candidates for radical prostatectomy

All patients with Stage B2 disease are not ideal candidates for treatment with radical
prostatectomy because of the high incidence of extraprostatic involvement



The PSA controversy
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NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Radical Prostatectomy or Watchful Waiting

in Early Prostate Cancer

Anna Bill-Axelson, M.D., Ph.D., Lars Holmberg, M.D., Ph.D., Hans Garmo, Ph.D.,
Jennifer R. Rider, Sc.D., Kimmo Taari, M.D., Ph.D., Christer Busch, M.D., Ph.D.,
Stig Nordling, M.D., Ph.D., Michael Higgman, M.D., Ph.D.,
Swen-Olof Andersson, M.D., Ph.D., Anders Spangberg, M.D., Ph.D.,

Ove Andrén, M.D., Ph.D., Juni Palmgren, Ph.D., Gunnar Steineck, M.D., Ph.D.,
Hans-Olov Adami, M.D., Ph.D., and Jan-Erik Johansson, M.D., Ph.D.

N ENGL ) MED 370;10 NEJM.ORG

MARCH 6, 2014

Scandinavian Prostate Cancer Group
Study Number 4 (SPCG-4)

A Radical Prostatectomy
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The benefit of surgery with respect to death from prostate cancer was largest in men younger than 65

years of age (relative risk, 0.45) and in those with intermediate-risk prostate cancer (relative risk, 0.38).
However, radical prostatectomy was associated with a reduced risk of metastases among older men
(relative risk, 0.68; P = 0.04).
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Radical Prostatectomy versus Observation for Localized

Timothy J. Wilt, M.D., M.P.H., Michael K. Brawer, M.D., Karen M. Jones, M.S., Michael J. Barry, M.D.,
William J. Aronson, M.D., Steven Fox, M.D., M.P.H., Jeffrey R. Gingrich, M.D., John T. Wei, M.D.,
Patricia Gilhooly, M.D., B. Mayer Grob, M.D., Imad Nsouli, M.D., Padmini lyer, M.D., Ruben Cartagena, M.D.,
Glenn Snider, M.D., Claus Roehrborn, M.D., Ph.D., Roohollah Sharifi, M.D., William Blank, M.D.,
Parikshit Pandya, M.D., Gerald L. Andriole, M.D., Daniel Culkin, M.D., and Thomas Wheeler, M.D.,

ESTABLISHED IN 1812 JULY 19, 2012 VOL. 367 NO. 3

Prostate Cancer

for the Prostate Cancer Intervention versus Observation Trial (PIVOT) Study Group

A Death from Any Cause:

w1
w w16 3%

we 106 26
w16 %

N ENGL ) MED 367;3 NEJM.ORG JULY 19, 2012

In conclusion, our study showed that, as com-
pared with observation, radical prostatectomy did
not significantly reduce all-cause or prostate-
cancer mortality through at least 12 years among
men with clinically localized prostate cancer that
had been diagnosed in the era of PSA testing.
Absolute differences in mortality between the
study groups were less than 3 percentage points.
Subgroup analyses suggested that surgery might
reduce mortality among men with higher PSA

values and possibly among men with higher-risk
tumors, but not among men with PSA levels of

10 ng per milliliter or less or among men with
low-risk tumors.

A Death from Any Cause
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“Grade Group 1 (Gleason score 3+3=6) is very homogeneous
composed of individual discrete glands with an excellent
prognosis. We have not observed distant metastasis or prostate
cancer-specific mortality in more than 6,000 men with organ-
confined, margin negative pure Gleason score 6 disease at
radical prostatectomy and such man can be told that their risk of
progression is approaching 0%”






Printed by alberto lapini on 1252019 3:48:47 AM. For personal use only. Not approved for distribution. Copyright @ 2018 Mational Comprehensive Cancer Metwork, Inc.. All Rights Reserved.

NCCN Guidelines Version 4.2019
Prostate Cancer

Mational

Comprehensive NCCN Guidelines Index

Table of Contents

w[e{®l'l Cancer

. . Discussion
Network® NCCN Evidence Blocks™ —
INITIAL RISK STRATIFICATION AND STAGING WORKUP FOR CLINICALLY LOCALIZED DISEASE
Molecular
hi and Initial
Risk group | Clinical/pathologic features Imaging™ Germline testing biomarker th
analysis of erapy
tumol
*Tic AND
* Grade Group 1 AND ﬁ?;l']nrinrymhﬂi:g?rg
- PSA <10 ng/mL AND - o _—
ery low! * Fewer than 3 prostate biopsy fragments/cores positive, Not indicated inh’aggg‘gl‘.ﬁi:lral Not indicated See PROS-4
£50% cancer in each fragment/core™ AND Eﬂe_EEﬂSﬂagy
« PSA density <0.15 ng/mLig
Recommended
* T1-T2a AND if family history Consider if life
Low' * Grade Group 1 AND Mot indicated positive or expectancy See PROS-5
* PSA <10 ng/mL intraductal histology z10y™
See PROS-1
« 1 IRF and * Bone imaging‘: not recommended for staging Recommended
Favorable * Grade Group 1 or | = Pelvic + abdominal imaging: recommended if if family history Consider if life
Has no high- or very- intermediate 2 and nomogram predicts >10% probability of pelvic lymph positive or expectancy See PROS-6
higherisk features + <50% biopsy node involvemnent intraductal histology 210y"
and has one or more cores positive? |+ |f regional or distant melasiases are found see PROS-9 | S2PROS-1
Intermediate’ | intermediate risk factors -
. . ; P " -
EI?ZPE:-TZC « 2 or 3 IRFs andlor B;Ee imaging!: recommended if T2 and PSA >10 ng/ Recommended
+ Grade Group 3 . L . . if family history :
* Grade Group 2 or 3 Unfavorable and/or * Pelvic + abdominal imaging: recommended if ositive or Mot routinehy See PROS-T
+ PSA 10=20 ng/mL intermediate ] nomogram predicts >10% probability of pelvic lymph | . P A recommended | = ———
+ =50% biopsy node involvement intraductal histology
cores positived See PROS-1
* Bone imagingj: recommended
«T3a OR * Pelvic + abdominal imaging: recommended if R ded=¥ Mot routi
High * Grade Group 4 or Grade Group 5 OR nomogram predicts >10% probability of pelvic lymph ecommende reonnl:lun'ﬁl:sgd See PROS-8
* PSA >20 ng/mL node involvement
« It regional or distant metastases are found, see PROS-9
* Bone imagingj: recommended
* T3b-T4 OR * Pelvic + abdominal imaging: recommended if ek .
Very high | = Primary Gleason pattem 5 OR nomagram predicts =10% probability of pelvic lymph Recommended ryﬂ“;ﬁ';“ﬂﬂ:zgd See PROS-8
+ >4 cores with Grade Group 4 or 5§ node involvement
* ional istan nd, see PROS-9
Note: For more information regarding the categories and definitions used for the NCCN Evidence Blocks™, sea page EB-1.
All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer i in a clinical trial. Participation in clinical trials is especlally encouraged.
PROS-2

“ersion 4.2019, 0505190 2019 National Comprehensive Cancer Nabwork® (NCCRE, All ights reserved. NOCH Evidence Blocke™, NCCN Guidelines®, and thie llusiration may not be reproduced in any form withaut the express writlen permission of NCCHN.



Histopathology

Histopathalogy 2019, 74, 135-145, DOE: 10.1111/his 13712
REVIEW

Defining clinically significant prostate cancer on the basis of
pathological findings

Andres Matoso(® & Jonathan I Epstein
Departments of Pathology, Urology and Oncology, Johms Hopking Medical Institutions, Baltimore, MD, USA

There is general agreement among experts that any
tumour with adverse findings at RP should be considered
to be clinically significant. Various features have been
considered to be adverse, including any one of the
following: Gleason score of 4 + 3 =7or higher [Grade
Group (GrG) = 3], non-focal EPE, seminal vesicle invasion,
lymph node metastasis, or tumour volume of >2.0 cm?3.

McNeal JE, Villers AA, Redwine EA, Freiha FS, Stamey TA.

Histologic differentiation, cancer volume, and pelvic lymph node metastasis in adenocarcinoma
of the prostate. Cancer 1990; 66; 1225-1233




Multiparametric magnetic resonance imaging (mpMRI)

MpMRI performance in detecting ISUP grade > 2 Pca

EAU - EANM -
ESTRO - ESUR - SIOG
Guidelines on

Prostate Cancer

Correlation with RP specimens shows that mpMRI, associating T2 weighted
imaging with at least one functional imaging technique (DWI, DCE), has good
sensitivity for the detection and localisation of ISUP grade > 2 cancers

ISUP grade group Tumour volume (mL)

< 0.5 0.5-2 > 2
ISUP grade 1 21-29% 43-54% 67-T5%
ISUP grade 2-3 63 % 82-88% 07 %
ISUP grade = 4 80% 93% 100%




Evolution of MRI in Urologic Practice

» Staging post positive biopsy

* Post-biopsy disease localization/staging

— Previous negative biopsy
— Active surveillance vs treatment
— Treatment planning

* Pre-Biopsy disease localization
— Better detection
— Improved risk stratification




MRI Targeted Biopsy
MRI-Guided Biopsy Transrectal Ultrasound-Guided

(in gantry) v
‘ Visual Estimation MRI/US Fusion
| (cognitive registration) (software registration)

| Transperineal | | ¢

| Transrectal | Transrectal

| Transperineal | Transperineal

. ; UL
Systematic vs Targeted biopsy, whole cohoi—Heaith

60% ( n=74 6) e U

50% -

Gleason 2 7
H Gleason 6
40% -

30%
20% -+
-
0% -

Systematic Biopsy MRI-Targeted Biopsy

Cancer detection rate (%)

*p < 0.05, SB vs MRF-TB detection of Gleason 2 7 PCa
*p < 0.05, 5B vs MRF-TB detection of Gleason 6 PCa
Meng, et al, European Urology, 2016

EAU - EANM -
Does MRI-TBx improve the detection of ISUP grade > 2 as compared to ESTRO - ESUR - SIOG

Guidelines on
systematic biopsy? Prostate Cancer
In pooled data of 25 reports MRI-TBx significantly outperformed e
systematic biopsy in detecting clinically significant (cs)PCa in patients with
prior negative systematic biopsy, but not in biopsy-naive men .




'%J European Association of Urology

Recommendations in biopsy naive patients LE | Strength
rating

Perform mpMRI before prostate biopsy. la | Weak

When mpMRl is positive (i.e. PI-RADS > 3), combine targeted and 2a | Strong

systematic biopsy.

When mpMRI is negative (i.e. PI-RADS < 2), and clinical suspicion of |2a | Weak

prostate cancer is low, omit biopsy based on shared decision making

with the patient.

Recommendations in patients with prior negative |LE | Strength

biopsy rating

Perform mpMRI before prostate biopsy. la | Strong

When mpMRI is positive (i.e. PI-RADS > 3), perform targeted biopsy | 2a | Weak

only.

When mpMRI is negative (i.e. PI-RADS < 2), and clinical suspicion of | 2a | Strong

prostate cancer is high, perform systematic biopsy based on shared
decision making with the patient.




Considerazioni:

mpMRI capace di identificare tumori significativi

La biopsia Fusion appare superiore alla sistematica nella dimostrazione dei
tumori significativi solo alla rebiopsia

Molti studi valutano la capacita di identificare “index lesion ", concetto
non ancora completamente accettato considerando la multifocalita del
Tfumore prostatico ???

Il 3-20% dei pazienti con mpMRI negativa puo presentare un tumore
significativo.

Inoltre cosa da non trascurare .......



AZIENDA OSPEDALIERO-UNIVERSITARIA CAREGGI
Frequenza prestazioni ambulatoriali
7049 ES. ISTOPATOLOGICO APP. GENITALE - AGOBIOPSIA PROSTATICA &
7050 ES. ISTOPATOLOGICO APP. GENITALE - AGOBIOPSIE PROSTATICHE - MAPPING
ANNO 2018

Report 'Prestazion 7049+ 7050 del file 'ARCHIVIO PRESTAZIONI AMBULATORIALI EROGATE 01-12 - GEN - DIC 2018°
Estrazione dati da archivio ‘Prestazion] Ambuylatoriali{Sna2) del 2¥0513

Codice | Codice
S0DEROGANTE Centro |Prestazi Descrizione Prestazione
. Erogante v one

1422 ISTOLOGIA PATOLOGICAE ES ISTOPATOLOGICO APP. GENITALE -
2018 DIAGNOSTICA MOLECOLARE 21961422 7043 AGOBIOPSIAPROSTATICA 1.009
5 1422 ISTOLOGI PATOLOGICAE | r ES. ISTOPATOLOGICO APP. GEMITALE -
2018 DIAGNOSTICA MOLECOLARE 21961422 7050 AGOBIOPSIE PROSTATICHE - MAPPING 2
i r ES. ISTOPATOLOGICO APP. GENITALE -
28 S0D non det 7043 AGOBIOPSIAPROSTATICA 24

Somma: 1.035

Elenco dei Componenti del Gruppo di lavoro

ASL Toscana Centro
Biopsie prostatiche RM
Area Fiorentina 390 375
Presidio Empoli 257 0
Presidio Prato 316| 135
Presidio Pistoia 350 85
Totale 1313 595

Componenti Qualifica

Simone Agostini Responsabile Unit Diagnostica per immagini urogenitale nefrologica e del trapianto del
rene - AOU Careggi

Franco Blefari

Roberto Carpi Radiologia Osp. SMN

Angela Coppola Medicina Nucleare Osp. di Prato

Christian Dattilo

Urologia Osp. di Prato

Glovanni Luca Dedola

Radiologia Osp. NSD-Torregalli

Jacopo Frizzi Urologia Osp. 5. Giuseppe di Empoli
Andrea Gavazzi
Alessandro lerardi
Urologia OSMA
Alberto Lapini Responsabile Coordinatore Prostate Cancer Unit - AOU Careggi
Antanio Mottola Urologia Osp. 5. Giuseppe di Empoli
Fabrizio Rubini Radiologia Osp. di Prato
Niceta Stomaci Direttore U.0. Urologia Osp. .Maria Annunziata
Luca Vaggell Responsabile Unit Imaging molecolare oncologica nei tumori solidi polmono prostata -

ADU CareEgi

Gruppo di Coordinamento

Grazia Campanile

RSD DAI Servizi - AOU Careggl

Maddalena Innocenti

Medico Specializzando in Igiene e Medicina Preventiva

llaria Baccini

Segreteria organizzativa DAl Servizi - AOU Careggi



In presenza di un paziente con un tumore low-risk come dovremmo comportarci ?

Illustrare le diverse opzioni fornendo informazioni equilibrate e non di parte

4 )

“Diciamo che sono un po’ confuso e frastornato e che in un primo tempo
ero un po’ piu orientato verso l'operazione chirurgica; pero la terza
possibilita cioe quella della sorveglianza attiva non c’era ancora perché il
dottore non me l'aveva detto”

o J
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Network® NCCN Evidence Blocks™
VERY LOW RISK GROUP
EXPECTED INITIAL THERAPY ADJUVANT THERAPY
PATIENT . .
SURVIVAL? Active surveillance (preferred)P
= Consider mpMRI and/or prostate biopsy to confirm for active sur
* PSA no more often than every 6 mo unless ally indicated g
= DRE no more often than every 12 mo unless clinically indicated %5_1
= Repeat prostate biopsy no more often than every 12 mo unless clinically indicated
- Repeat mpMRI no more often than every 12 mo unless clinically indicated
220y EBRTY or y pyd

Adverse feature(s):! o
EBRTY x ADTY (6 mo) See Monitoring for

Initial Def e
Therapy (PROS-11

F—

or
Observation®

" v
Radical prostatectomy (RF See Evidence Blocks for ADT on PROS-F (EB-1)

No adverse fi
Active surveillance?

for active sur

= Consider mpMRI and/or prostate biopsy to confirm I disease’
= PSA no more often than every 6 mo unless clinically indicated 'Seealnitial Cl |
* DRE no more often than every 12 mo unless clinically indicated ‘Assessment (PROS-1

* Repeat prostate biopsy no more often than every 12 mo unless clinically indicated
» Repeat mpMRI no more often than every 12 mo unless clinically indicated

<10 yt—— Observation®
T For asymptomatic patients in very-low-, low-, and intermediate-risk groups with

life expectancy s5 years, no further workup or treatment is indicated until the
patient becomes symptomatic.

10-20 yo——»

See Monitoring
PROS-11)

" Principles of Surgery (PROS-E).
s Observation involves monitoring the course of disease with the expectation to
nSae Principles of L ife Expectancy Estimation (PROS-A). deliver palliative therapy for the development of symptoms or a change in exam
0The panel remains concemed about the problems of overtreatment related to or PSA that suggests symptems are imminent. Principles of Active Surveillance and
the increased diagnosis of early prostate cancer from PSA testing. See NCCN Observation (PROS-C).
Guidelines for Prostate Cancer Early Detection. Active surveillance is ! Adverse laboratory/pathologic features include: positive margm(s) seminal
recommended for this subset of patients. vesicle invasion; extracapsular extension; or detectable PSA.
P Active surveillance involves actively monitoring the course of disease with the UPrinciples of Androgen Deprivation Therapy (PROS-F).
expectation to intervene with potentially curative therapy if the cancer progresses. ¥ Criteria for progression are not well defined and require physician judgment;
See Principles of Active Surveillance and Observation (PROS-C). however, a change in risk group strongly implies disease progression. See.
APrinciples of Radiation Therapy (PROS-D). Discussion

Note: For mora Information regarding the categories and definitions used for the NCCN Evidence Blocks™, see page EB-1
All recommendations are category 2A unless otherwise indicated.
Glinical Trials: NCCN believes that the best any patient with cancer Is in a clinical trial. in clinical trials i

PROS-4

Nersion 4201 3 afNCCH.
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" - Discussion
Network NCCN Evidence Blocks™
LOW RISK GROUP
EXPECTED INITIAL THERAPY ADJUVANT THERAPY
PATIENT
SURVIVAL" | Active surveillance (preferred)?
+ Consider mpMRI and/or prostate biopsy to confirm for active sur Progressive disease”
+ PSA no more often than every 6 mo unless clinically indicated See Initial Clinical
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S Observation involves monitoring the course of disease with the expectation to
! For asymptomatic patients in very-low-, low-, and intermediate-risk groups with deliver palliative therapy for the development of symptoms or a change in exam
life expectancy =5 years, no further workup or treatment is indicated until the or PSA that suggests symptoms are imminent. Principles of Active Surveillance
patient becomes symptomatic. and Observation (PROS-C).
NSee Principles of Life Expectancy Estimation (PROS-A). t Adverse laboratory/pathologic fealures |nc|ude positive margin(s); seminal
9Principles of Radiation Therapy (PROS-D). vesicle invasion; ilar PSA.
P Active surveillance involves actively monitoring the course of disease with the UPrinciples of Androgen Deprivation Thera PROS-F)
ion to intervene with potentially curative therapy if the cancer progresses. ¥ Criteria for progression are not well defined and require physician judgment;
Prlnclples of Active Surveillance and Observation (PROS-C). however, a change in risk group strongly implies disease progression. See_
" Principles of Surgery (PROS-E] Discussion.

Note: For more information regarding the categories and definitions used for the NCCN Evidence Blocks™, see page EB-1.
All recommendations are category 2A unless otherwise indicated.
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Criteria for active surveillance

JourMaL 0F CLivican OxooLooy COMMENTS ANMD COMTROVERS ES

Gleason Score 6 Adenocarcinoma: Should It Be
Labeled As Cancer?

L Blalleriting Camer, Al W Paran, Feirick C. Wastah, Brocs J. Trook, Poban W el WElsrn O Naldar
i Doduiild 5. ColTiiry, Thei dhiicl Hiobinid Cirveescs iy s Lol Hoghifs Massvis, BT, A0

Bl B, Dinges, Aevpor’ Canpar ingridena, Mapoop! ngrapies of HMea's, Barhascs, MDD

S0 REE | BN, ThE Jiating Hophing LnsaraTy & Jofng Hogeens Hosos!, Sanivgas, MDD

Crormpaireent of less grade prostale ands [0 ks son = £ codwenn st e, wied rvdBo snband trils, les Gerrasetralad thesamdar iy
b a reeoprioed poobiem aedar, with rvtonats. prootete pheal sass. o ruleieses for roon etk Clouwn soaer & busaes troaed r not in s
phizg, trigpered v prostwic-mpedfic antiger (PS4 omet=ens PS4 em™ ' Tahes toppiber, thes data des oastrate St wabng a tee
The cxlead iy which oecitnaisent b-ansed by Eur ofdeath realiing bz ol 10 ko 15 years, oo thes. ¥bofmes diggaesal weth Giesen
e b, Tl 50 U Rgnion Troo i derrssatmienl, dsd ikl B o ] ] ] ik el Al (D] i i PR <= 10 iggel i
ritrslieek hil o flre faier for rsiling filker than monibenng shaige o T il ko i i il S bl b i rwiet whitther sl o
relied aF{relpiine B SO0 by Miveqlndeiy, D of deall jesiiing el Thor ew e calls Wbl iamen U i Dod Woalii g e =il
Frosm sancer Ukl ploys s pole, el remmarving the bsbal “cancer™ Gl sourd b rmmeen: C prsded bnothe maodifed spmeos) who e o
!0 the 1 gl e i 1050 ISy, gy I oeiotered | s

" ; b .y

Wi Ped i ATy TR e o by ede ke




TN TS T -,  Prostate cancer Research International:
bJ) $d AS Active Surveillance

Criteri di inclusione
1) diagnosi istologica di cancro prostatico
2) possibilita di sottoporsi ad un trattamento radicale standard

3) PSA alla diagnosi < 10 ng/ml
. . . 0-40 8

4) stadio clinico: T1c-T2a 1550 o

5) biopsia prostatica adeguata al volume prostatico > 60 12

(se campionamento inadeguato, ripetizione della biopsia )

6) max 2 campioni positivi, Gleason Score < 3+3=6

Se saturation biopsy, n. campioni positivi < 15%, max 3 campioni se 20-26
prelievi e 4 se > 26 prelievi, Gleason Score < 3+3=6

7) > 2 campioni positivi, Gleason Score < 3+3=6 se Risonanza Magnetica
multiparametrica della prostata all’inclusione, eventualmente seguita da
biopsia mirata delle lesioni sospette

7) PSA Density < 0.2 ng/ml/cc

8) compliance del paziente al calendario dei controlli e degli esami

Criteri di esclusione
1. Pazienti che non vogliono sottoporsi a trattamento attivo
2. Pazienti trattati per cancro prostatico
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10-Year Outcomes after Monitoring, Surgery, or Radiotherapy
for Localized Prostate Cancer

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

Table 2. Deaths from Prostate Cancer, According to Subgroup.*
Variable No. of Deaths Due to Prostate Canceri P Valuej
Active
Monitoring Surgery  Radiotherapy
(N=545)  (N=553)  (N=545)
Age at randomization 0.09
<65 yr 1 3 1
=65 yr 7 2 3
PSA level at diagnosis 072
<6 ngfml 5 3 4
=6 ng/ml 3 2 0
Gleason score at 0.69
diagnosisf
6 3 3 2
=7 5] 2 2
Clinical stage at 0.95
diagnosisT
Tlc 5 3 3
T2 3 2 1

CONCLUSIONS
At a median of 10 years, prostate-cancer—specific mortality was low irrespective of the treat-
ment assigned, with no significant difference among treatments. Surgery and radiotherapy
were associated with lower incidences of disease progression and metastases than was
active monitoring. (Funded by the National Institute for Health Research; ProtecT Current
Controlled Trials number, ISRCTN20141297; ClinicalTrials.gcov number, NCT02044172.)

Surgery Radiotherapy Active monitoring
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Figure 3. Kaplan—Meier Estimates of Prostate-Cancer-Specific Survival

and Freedom from Disease Progression, According to Treatment Group.
Panel A shows the rate of prostate-cancer—specific survival. Prostate-cancer—
specific deaths were those that were definitely or probably due to prostate
cancer or its treatment, as determined by an independent cause-of-death
evaluation committee whose members were unaware of the treatment as-
signments. Panel B shows the rate of freedom from disease progression.
Clinical progression of prostate cancer included metastasis and death due
to prostate cancer or its treatment.



Pathological upgrading at radical prostatectomy

Bullock et al BMC Urology (2019) 19:94

https//doiorg/10.1186/512894-019-0526-9 BMC Urology
o Upgrading Pathological upgrading in prostate cancer ")
in literature range 22.5-43% treated with surgery in the United o

Kingdom: trends and risk factors from the
British Association of Urological Surgeons
Radical Prostatectomy Registry

Ll - - 4 L g 1] )
Nicholas Bullock'~'(®, Andrew Simpkin®, Sarah Fowler®, Murali Varma®, Howard Kynaston and Krishna Narahari®

A total of 17,598 patients met full inclusion criteria.

Absolute concordance between initial biopsy and pathological grade was 58.9% (n = 10,364),
whilst upgrade and downgrade rates were 25.5% (n = 4489) and 15.6%

(n = 2745) respectively. Upgrade rate was highest in those with D’Amico low risk compared
with intermediate and high-risk disease (55.7% versus 19.1 and 24.3% respectively, P < 0.001).
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Pathological upgrading at radical prostatectomy

Journal of Cancer 2018, Vol. 9

Research Paper

Risk of upgrading from prostate biopsy to radical
prostatectomy pathology: Is magnetic resonance
imaging-guided biopsy more accurate!?

Ning Xu', Yu-Peng Wu', Xiao-Dong Li', Min-Yi Lin, Qing-Shui Zheng, Shao-Hao Chen, Jun-Feng Li, Yong
Wei |, Xue-Yi Xue

Upgraded GS between biopsy and RP specimen occurred to
22.7% (52/229) of the cohort overall.

In univariate analysis, prostate-specific antigen density (PSAD) (P<0.001), prostate
volume (PV) < 30 ml (P<0.001), biopsy modality (P=0.027), biopsy GS (P=0.032)
and measured MRI lymph node metastasis (P=0.018) were prognostic factors.
Multivariate logistic regression analysis showed PV < 30 ml (P<0.001) and biopsy
modality (P=0.001) were independent predictors of upgraded GS.

Table 5. Multivariate logistic regression of independent
predictors of upgraded GS after radical prostatectomy

FSAD, ng/ml/ml(rang) 04(00-27)  05(00-148) <000+ Variable P value Odd ratio (95% confidence interval)
Prostate volume =0.001* PSAD D273 0.8 (0.6,1.1)
<30ml 24 (13.6%) 40(76.9%) PV (<30ml vs. 230ml) <0.001* 0.7 (0.6, 0.8)
230ml 133 (86.4%) 12 (231%) Biopsy modality 0.001 = 121 (2.6, 55.4
Biopsy modality, n (%) 0.027* lopsy modality . 21(2.6,53.4)
mpMRI-TB 78 (44.1%) 14 (26.9%) Biopsy Gleason score (<7 0.367 0.4 (0.1, 3.0)
TRUS-GE 99 (55.9%) 38 (73.1%) Vs.27)
Lymph node metastasis  0.734 0.8 (0.3, 23)

*P=0.05; PSAD: prostate-specific antigen density, FV: prostate volume.
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La classifica dei migliori ospedali italiani

Di valentinafiorato | gioved 6 luglio 2017

Focus mix produzione prostata-rene-vescica (centri di riferimento in almeno una patologia)

Fonti: AGENAS

N° inteventi 2014 per patologia Mix interventi (2014)
(interventi tratti da PNE 2015) Italia
I | ET VTR
'
208 i 20| 10599;
. =
: " « Protesi d'anca: Istituto ortopedico Rizzoli di Bologna (1.737 interventi), Istituto
| clinico Humanitas di Rozzano, Milane (1.652), Istituto ortopedico Galeazzi di
—E——E— Milano (1.566), Istituto ortopedico Gaetano Pini di Milano (789), Casa di cura
| Giovanni XXIIl di Monastier di Treviso (782)
[ 147 0 80 | h;':::::;‘::;:ﬁt:‘ « Protesi di ginocchio: Galeazzi di Milano (1.824 interventi), Policlinico Abano
T § NN Terme di Abano Terme, Padova (921), ospedale Sacro Cuore Don Calabria di
307 55 Negrar, Verona (780), Giovanni XXIIl di Monastier di Treviso (739), casa di cura
Policlinico di Monza (725)
' 262 116
299 97 6 | *
O S—————— T Protesi di spalla: ospedale Cervesi di Cattolica (177 interventi), ospedale Santa
- - — Maria di Misericordia di Albenga, Savona (95), Galeazzi di Milano (91), Istituto
— Marco Pasquali-Icot di Latina (89), casa di cura Frate Sole di Figline e Incisa
Valdarno, Firenze (85).
303 253 98 + Prostatectomia: Aou Careggi di Firenze (401 interventi), Policlinico Abano Terme
] 1% 153 67 ] (305), casa di cura Dott. Pederzoli di Peschiera Del Garda, Verona (298), casa di
AO.UU. Careggi-Firen 404 286 cura San Raffaele Turre di Milano (290), ospedale San Raffaele di Milane (287)
¢ . - . o . “ ™ o « Isterectomia: Policlinico universitario A. Gemelli di Roma (1.193 interventi),
WProstata MRene MVescica ospedale Sant'Anna di Torino (746), Sant'Orsola-Malpighi di Bologna (575),
ospedale Filippo del Ponte di Varese (532), casa di cura C.B.H. Presidio Mater Dei
di Bari (523)

Tumore all'utero: Gemelli di Roma (681 interventi), lec-Istituto europeo di
oncologia di Milano (354), casa di cura Villa dei Platani di Avellino (173),
Sant'Orsola di Bologna (173), Consorziale Policlinico di Bari (172);

Tumore alla tiroide: Aou pisana (854 interventi), ospedale di Padova (522),
Gemelli di Roma (422), Policlinico di Monserrato, Cagliari (167), Spedali Civili di
Brescia (147).
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Prostatectomie radicali 2018 n° 640

Group 1
Group 2
Group 3
Group 4

Group 5

176

212

135

94

23

27.6%

33.1%

21.1%

14.6%

3.6%

"

The 2014 International Society of Urological Pathology
(ISUP) Consensus Conference on Gleason Grading of
Prostatic Carcinoma
Definition of Grading Patterns and Proposal for a New Grading System

doverhan 1. Epsiein, MI® Lors Egevad, MID, PO Makud B, A, MD,} Bren Delihanr, MID§
Joler B, Seigley. M Pewer A, Hinphieer, MEL PRHOY aod and the h.lu.-u'.'rL Cowrmatriee

TABLE 5. Histological Delinition of MNew Grading System
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Investigational therapies

Besides RP, EBRT and brachytherapy, other modalities have emerged as potential
therapeutic options in patients with clinically localised PCa .

About High-intensity focused US (HIFU), cryotherapeutic ablation of the prostate
(cryotherapy) and focal photodynamic therapy, sufficient data are available to form
the basis of some initial judgements.

Other options, such as radiofrequency ablation and electroporation, among others,
are considered to be in the early phases of evaluation .

In addition, a relatively newer development is focal ablative therapy , whereby lesion-
targeted ablation is undertaken in a precise, organ-sparing manner.

All these modalities have been developed as minimally invasive procedures with the
aim of providing equivalent oncological safety, reduced toxicity and improved
functional outcomes.



The NEW ENGLAND JOURNAL of MEDICINE

CLINICAL IMPLICATIONS OF BASIC RESEARCH

The Index Lesion and the Origin of Prostate Cancer
Hashim Uddin Ahmed, M.R.C.S., B.M., B.Ch.

N ENGLJ MED 361;17 NEJM.ORG OCTOBER 22, 2009
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Figure 1. Monoclonal Origin of Prostate-Cancer Metastases.

A recent study by Liu and colleagues® has shown that metastases in prostate cancer have a commen origin — that is, they originate
from the same clone. If the single lesion harboring this metastatic clone could be accurately identified and then targeted, it seems likely
that the side effects of treatment for prostate cancer would be reduced. The other lesions (depicted as purple cells in the prostate)
would undergo surveillance.




available at www.sciencedirect.com
journal homepage: www.europeanurology.com

European Association of Urology

Platinum Opinion

Focal Therapy for Prostate Cancer: A More Vehement View
of the Approach Could Translate into Real Benefits for Our
Patients

Rafael Sanchez-Salas ", Jean de la Rosette”, Thomas J. Polascik <, Arie Carneiro®,
Arjun Sivaraman®, Xavier Cathelineau “, Jochen Walz!

Focal therapy (FT) for the treatment of localised prostate cancer (PCa) is a technologically
interactive approach at its point of diffusion.

The aim of the approach is to offer a personalised, effective, and less aggressive
treatment for localised PCa.

The definition of focal therapy should be confined to organ-sparing approaches ranging
from targeted focal ablation to subtotal treatment on the basis of lesion characteristics.

Current limitations of prostate imaging and actual knowledge of the natural history of the
index lesion and the low risk potential of satellite would perhaps preclude anything less
than quadrant or hemi-ablation being considered as FT today.

- Prostate Contour D MR-Visible Lesion . Histo-Pathologic CaP D Positive Biopsy Cores
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Detection of Individual Prostate Cancer Foci via Multiparametric
Magnetic Resonance Imaging

David C. Johnson™"*, Steven S. Raman , Sohrab A. Mirak®, Lorna Kwan ",
Amirhossein M. Bajgiran ¢, William Hsu ¢, Cleo K. Maehara®, Preeti Ahuja©, 1zak Faiena®,
Aydin Pooli®, Amirali Salmasi®, Anthony Sisk %, Ely R. Felker <, David S.K. Lu‘, Robert E. Reiter ™"

mpMRI detects less than half of all and less than two-
thirds of clinically significant CaP foci. The moderate per-
lesion sensitivity and significant proportion of men with
undetected tumor foci demonstrate the current
limitations of mpMRI.

On a per-lesion basis, mpMRI has moderate sensitivity for
detecting CaP and csCaP, and multifocality appears to
increase the odds of missed tumors on mpMRI. A substantial
percentage of missed lesions are clinically significant, and
mpMRI misses at least one csCaP in nearly half of patients.




REVIEW

iy, Gontemporary treatments in prostate cancer
focal therapy

Michael Ahdoot®, Amir H. Lebastchi®, Baris Turkbeyb,
Bradford Wood®, and Peter A. Pinto®

Curr Opin Oncol 2019, 31:200-206

Table 1. Oncologic outcomes of focal prostate ablation
KEY POl NTS Time to Absence of Absence
Preoperative Preoperative Preoperative oncologic Qut-of- clinically  of any
Study Ablation Participants  Gleason Gleason Gleason  follow-up In-Field field significant prostate
. HIFU" FI'A" IRE" focal CW‘D"herapy’ Cln‘d PDT have been [ref s) dality Design (m) grade =6 grade =7 grade > 8 (months) recurrence recurrence cancer cancer
used as treatment modalities for localized prostate
cancer treatment. Ahmed et al. HIFU Praspedive 56 67 % 28% &% & 50% 12% 81% 58%
2015 [26™] cohart
e Each of these modalities is characterized by a significant Guillaumier etal.  HIFU Prospedtive 625 28% 69% 2% 12 6% 4%° - 89%"
rate of prostaie cancer persistence within reaiment zones 2018 [2577] cohort
(6-50%]) and anywhere in the prostate on rebiopsy (24— "'D”G?H:er;é‘%}g?z g HIRJ Pm‘:m't"e 24 - - 0 12 40% - - 0%
70%); however, rates of persistent clinically significant Eggener o ol = Prospedive = = i = > . = _ ==
prostate cancer are lowered by freatment. 2016 [35] iyt
. . . Natarajan et al. FLA P di 10 18% 87% 0% o] 30% 40% 60% 30%
e Prostate focal therapies are associated with very low uz%rﬁl‘lfr[‘gy]a L
rates of high-grade complications, rare incontinence, Lindner ef al. FLA T 12 100% 0% o 6 33% 17% _ 50%
and only mild or transient reductions in erectile function. 2009 [39] cohort
Mendez et al. Cryotherapy Prospedtive nz 100% 0% 0% 12 - - - 86%"°
» Most siudies evaluating focal therapy for prostate 2015 [43] cohort
cancer have been for the treatment of Gleason 6 or 7 Valerio ef al. Cryotherapy Prospedive 18 28% 72% 0% 12 - - - -
disease and have short/intermediate-term follow-up. Zeib L) obod
Tay et al. Cryotherapy Propensity 166 36% 65% 0% 24-36 - - - Q%"
etal. 2017 [45] matched
. . . case
HIFU -High intensity focused ultrasound controlled
H Van den Bos efal  IRE Prospedive 63 14% 86% 0% & 16% 9% - 76%
FLA- focal laser ablation 2018 [48%] plneh
IRE - irreversible electroporation Azzouzi et al. PDT Prospediive 413 100% 0% 0% 24 25% 19% - 50%
. 2018 [50™"%)/ Randomized
PDT- Photodynamic therapy Gil et al. Controlled
2018 [49™)

Popularization of focal treatment of prostate cancer was dependent on the
development of multiparametric MRI, which allowed for tumor localization .




www.thelancet.com/oncology Vol 18 February 2017 Articles I

Padeliporfin vascular-targeted photodynamic therapy versus 3y ®)
active surveillance in men with low-risk prostate cancer
(CLIN1001 PCM301): an open-label, phase 3, randomised

controlled trial

Abdel-Rahméne Azzouzi, Sébastien Vincendeau, Eric Barret, Antony Cicco, Frangois Kleinclauss, Henk G van der Poel, Christian G Stief,

Jens Rassweiler, Georg Salomon, Eduardo Solsona, Antonio Alcaraz, Teuvo T Tammela, Derek | Rosario, Francisco Gomez-Veiga, Goran Ahlgren,
Fawzi Benzaghou, Bertrand Gaillac, Billy Amzal, Frans M | Debruyne, Gaglle Fromont, Christian Gratzke, Mark Emberton, on behalf of the
PCM301 Study Group

100~ —
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60 p=0-0001 (log-rank)

40

Patients withou t radical therapy (%)

20

— Active surveillance

—— Vascular-targeted photodynamic therapy

o T T T T T T I T T 1 T T T T T T T T T T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30
Time (months)

Number at risk (censored)
Vascular-targeted 206(9)  197(9)  196(10)  195(12)  192(14)  186(14)  183(15) 180(38) 156(186) B8(193)  1(194)
photodynamic therapy
Active surveillance 206 (4) 202 (7) 199(8) 197 (11) 188(19)  162(21)  136(21)  133(46)  103(144) 4(146)  1(147)

Number of events
Vascular-targeted 0 1 Q 1 4 3 2 1 0 V] 0

photodynamic therapy
Active surveillance*  © 0 1 6 18 24 3 5 1 1 0

499 men screened
86 ineligible*

v

413 enrolled and randomly assigned

206 assigned tovascular-targeted 207 assigned to active

phototherapyt surveillancet
9did not start procedures -------
¥ v

)

197 started procedure§ 207 on active surveillance§

1 procedure terminated
I  before padeliporfinand ---
phatotherapy#

196 received vascular-targeted
phototherapy

i

21 discontinued study early
10 withdrew consent
2 protocol violation

33 discontinued study early
18 withdrew consent
1had an adverse event

| 2 had adverse events » 5 Ipsno follow-up
2 lost to follow-up 6 investigator decision
1died 3 had disease progression

1 disease progression
3 investigator decisions

v 4
185 completed 24 months of - 174 completed 24 months
follow-up - of follow-up

Vascular-targeted  Active Hazard ratio pvalue
photodynamic surveillance  (95% CI)
therapy (n=206)  (n=207)

Figure 2: Time to initiation of radical therapy by treatment group

Progression 58 (28%) 120 (58%) 034 (0-24-0-46)t  <0-0001%
Criteria for progression§
>3 positive cores 23 (11%) 58(28%) NC <0-00019
Gleason pattern=4 49 (24%) 91(44%) NC <0-00019
Cancer core length =5 mm 25 (12%) 51(25%) NC 0-0019
PSA =10 ng/mLin three 3(1%) 14 (7%) NC 0-0079
consecutive measures
Any T3 prostate cancer 0 4(2%) NC NA
Metastasis 0 0 NC NA
Prostate cancer-related death 0 0 NC NA
Negative biopsy result at month 24 101 (49%) 28(14%)  3-67(2:53-5-33)|| <0-00019

Interpretation Padeliporfin vascular-targeted photodynamic therapy is a safe, effective treatment for low-risk, localised
prostate cancer. This treatment might allow more men to consider a tissue-preserving approach and defer or avoid

radical therapy.
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Introduction 14-17 November 2019, Vienna, Austria

Liproca‘Depot
Novel depot formulation of 2-hydroxyflutamide, in a calcium sulphate suspension

(NanoZolid)
Why Liproca®Depot?
= Intraprostatic injection -> Local treatment
= Slow-release formula -> Long lasting N
= Safe -> No systemic hormonal effects 2 )
= Convenient procedure -> Similar to a prostate biopsy '
e www.emuc19.org

Laurence Klotz



“Progress is impossible without change, and those who
cannot change their minds cannot change anything”

George Bernard Shaw




