


Stage A, tumor not palpable 

Stage B, tumor confined to the prostate

Stage C, tumor extending locally beyond the 
prostate 

Stage D, tumor with metastases

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



IDEAL CANDIDATES FOR RADICAL PROSTATECTOMY

Young men with Stage A1 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 : 
( I ) 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





Cosa cambia nell’approccio alle 

malattie prostatiche?

Albertsen et al

JAMA 2005; 293:2095-2101



Currently, RP is the only treatment for localised PCa to 
show a benefit for OS and cancer-specific survival 

(CSS), compared with conservative management, as 
shown in one prospective randomised trial .

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).

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







“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%”



Clinically Significant VS  Non - signigficant prostate cancer





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 cm3 . 

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

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





Does MRI-TBx improve the detection of ISUP grade ≥ 2 as compared to 
systematic biopsy?
In pooled data of 25 reports  MRI-TBx significantly outperformed 
systematic biopsy in detecting clinically significant (cs)PCa in patients with 
prior negative systematic biopsy, but not in biopsy-naïve men .





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 capacità di identificare “index lesion “, concetto 
non ancora completamente accettato considerando la multifocalità del 
tumore prostatico ???

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

Inoltre cosa da non trascurare …….





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

Illustrare le diverse opzioni fornendo informazioni equilibrate e non di parte

“Diciamo che sono un po’ confuso e frastornato e che in un primo tempo 
ero un po’ più orientato  verso l’operazione chirurgica; però la terza 

possibilità cioè quella della sorveglianza attiva non c’era ancora perché il 
dottore non me l’aveva detto“







Prostate cancer Research International: 
Active Surveillance

Criteri di inclusione
1) diagnosi istologica di cancro prostatico
2) possibilità di sottoporsi ad un trattamento radicale standard
3) PSA alla diagnosi ≤ 10 ng/ml
4) stadio clinico: T1c-T2a
5) biopsia prostatica adeguata al volume prostatico 
(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 





Pathological upgrading at radical prostatectomy

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). 

Upgrading
in literature range 22.5-43%



Pathological upgrading at radical prostatectomy

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.





Prostatectomie radicali  2018      n° 640

Group 1       176       27.6%

Group 2       212       33.1%

Group 3       135       21.1%

Group 4         94       14.6%

Group 5         23         3.6%

http://www.unifi.it/
http://www.unifi.it/


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.

Investigational therapies





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.



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.

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.



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

Curr Opin Oncol 2019, 31:200–206

HIFU -High intensity focused ultrasound
FLA- focal laser ablation
IRE - irreversible electroporation
PDT- Photodynamic therapy







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

George Bernard Shaw


