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Hamdy FC et al. NEJM. 2016

At a median of 10 years, PCSM was low irrespective of the

treatment assigned, with no significant difference among

treatments.

8 AS (1.5 per 1000 py; 95% CI, 0.7 - 3.0)

5 RP (0.9 per 1000 py; 95% CI, 0.4 to 2.2)

4 RDT (0.7 per 1000 py; 95% CI, 0.3 to 2.0)



Rational for RP as primary treatment

 Excellent 5-, 10- and 15-year OS and CSS rates have been

published. These rates surpass radiotherapy-alone series and

are no different from RT + HT

 Avoid early and late RT toxicity, and second cancers.

 Optimal local control, avoiding LUTS and late local 

complication.

 Clear-cut situation after RP, and possible adjuvant-salvage RT-

 Obviate the need for HT, or postpone HT.

Van Poppel, AUA 2013 - Oderda et al. BJU Int. 

2012;110(6 Pt B):E192-8



Patients with localized Pca with

aggressive features benefit the most

from Radical Prostatectomy!!!!



Wilt et al. NEJM. 2012

“in men with intermediate and high-risk disease radical prostatectomy was

associated with an absolute reduction in all-cause mortality of 10.5 percentage

points (hazard ratio, 0.71; 95% CI, 0.54 to 0.92; P = 0.01)”



Vickers et al. Eur Urol, 2012

younger men with more aggressive disease experienced a larger reduction in risk

of prostate cancer death and metastasis with RP than older men with lower risk

cancer

10-yr predicted risk

reduction for death

from prostate

cancer among men

treated by RP

versus WW

10-yr predicted

risk reduction for

metastasis

among men

treated by RP

versus WW



Patients with high risk prostate cancer benefit the

most from radical prostatectomy.

Abdollah et al. J Urol. 2012 Jul;188(1):73-83.

High Risk DiseaseIntermediate Risk Disease



Overtreatment of low-risk disease!!! 

Undertreatment of high-risk disease!!!!

Copperberg et al. JCO 2010

However in the recent past…..



Prostate Cancer and Prostatic Diseases (2017) 20, 283–288.

In the United States between 2004 and 2013, the likelihood of

receiving RP increased dramatically for high-risk PCa

26%

42%



Eur Urol Focus in Press. 2018

This European analysis confirmed the risk profile of patients

undergoing RP shifting away of the most favorable disease. High-

risk disease comprised an increasing share of all RPs



RP vs. RP+/-HT for 

Intermediate/High Risk Disease

Oncologic Outcomes



• No level I Evidence

Altman DG et al . BMJ. 1995

When we are told “there is no evidence” we should first ask

whether absence of evidence simply means that there is no

information at all or studies were underpowered. When necessary

we should seek evidence from case control studies, matched-pair

analysis (…)



Zelefsky et al, JCO, 2010



Zelefsky et al, JCO, 2010

RP patients with higher-risk disease had a lower risk of metastatic 

progression and prostate cancer–specific death than EBRT patients.

HR Sx vs. RDT. 0.32 (95% CI, 0.13 to 0.80; P.015)



Zelefsky et al, JCO, 2010

RDT

RRP



Coopeerberg et al, JCO, 2010

After rigorous case-mix adjustment and multiple sensitivity analyses, we

identified roughly 2-fold and 3-fold increases in the risk of PCSM among

those who received ERBT or primary ADT, compared with RP, and the

greatest differences were observed for higher risk patients

ADT

ERBT

RP



Boorjian et al, Cancer, 2007.

Cancer Specific Survival



Boorjian et al, Cancer, 2007.

Overall Survival

“(…) no significant differences in the risks of prostate cancer death were

seen between patients treated with EBRT + ADT and RRP. The risk of all-

cause mortality was, however, greater after EBRT + ADT than RRP.”

Overall Survival – RDT CCI 0/1



Wallis CJ et al, Eur Urol, 2015

We identified an increased risk of overall and PCSM for patients treated with radiotherapy

compared with surgery after adjustment for common patient and tumor prognostic factors

Overall Survivall

PCSM

c



Wallis CJ et al, Eur Urol, 2015



Sooriakumaran P, BMJ, 2014

“Surgery lead to better survival outcomes for the majority of men with localized prostate
cancer, especially in younger men and those with lower comorbidity”

Non PCa

PCa

Non PCa

PCa

Adjusted HR, 

1.52; P<0.001

Adjusted HR, 

1.78; P<0.001



We noted a greater overall survival benefit to patients who underwent RP

compared to EBRT, EBRT + ADT, and no initial treatment. The findings support

surgical intervention as treatment of choice for intermediate risk Pca

86%

57%



Shao YHJ et al, Eur Urol, 2015

This population-based study suggests that primary treatment modality may affect

PCSS after metastasis. Following the development of metastases, men who had

received primary RP had a longer PCSS than men who had received primary RT.

Intermediate Risk DiseaseLow Risk Disease

86%

79%
76%

63%



Primary Radical Prostatectomy Versus Primary Radiotherapy for

Locally Advanced Prostate Cancer: an Open Randomized Clinical

Trial (SPCG-15)

TREATMENT

Radical prostatectomy 

with or without adjuvant 

or salvage radiotherapy

Radiotherapy with 

adjuvant androgen 

deprivation therapy
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1:1

N = 1200

PATIENTS

• Age ≤75

• Newly diagnosed 

prostatic 

adenocarcinoma

• T3 stage 

Significant extra-

capsular tumor 

extension 

• Presence Gleason 

grade pattern 4

Planned follow-up is 10 years

Primary efficacy endpoint:

Cause-specific survival 

(CSS) NCT02102477



RDT+ HT - side effects!!!



Wallis CJ, BMJ, 2016.

We identified consistent evidence of an increased risk of bladder, colorectal, and

rectal cancers in men treated with radiotherapy.

Bladder cancer 

Colorectal cancer



SEER Epidemiological Studies

Bostrom & Soloway, Eur Urol, 2007.

• Radiotherapy for pCa seems to be associated with a increase in

secondary cancers. One of 70 patients undergoing radiation for pCa

will develop a secondary cancer if they survive more than 10 yr.

• Other treatment modalities should be considered for young patients

and patients with additional risk factors, such as cigarette smoking.



Kry et al, Int J Radiat Oncol Biol Phys. 2005 Jul 15;62(4):1195-203..

“Clinicians should be aware that IMRT treatments have higher out-of-field

dose equivalents than conventional treatments and this dose corresponds to

a risk of secondary malignancies”



Most patients are treated 

with RDT + ADT!!!

https://www.tri-kobe.org/nccn/guideline/urological/english/prostate.pdf



Saylor P & Smith MR, J Urol, 2013

SEER- 73.196 patients



Jefferies ES et al, BJU int, 2011

59-year-old patient with high risk PCa.

8 points for age,

2 points for a treated SBP of 136 mmHg

The Adult Treatment Panel III, JAMA. 2001

Hard coronary heart disease (HCHD) 
(myocardial infarction or coronary death)

Risk 

Score

after ADT

25%

after ADT4 points for an cholesterol level of 240 mmol/L,

2 points for diabetes



Among the 1015 patients who received ADT, the median duration of

ADT use was 4.1 months (range = 1.0 – 32.9 months).

5.5% (95% CI = 1.2% to 9.8%)

2.0% (95% CI = 1.1% to 3.0%)

3.6% (95% CI = 0.0% to 7.2%)

1.2% (95% CI = 0.5% to 1.8%)

Tsai et al, JNCI, 2007.

The use of ADT appears to be associated with an increased risk 

of death from cardiovascular causes

<65 anos

P=0.02

>65 anos

P=0.01



Nead et al. J Clin Oncol 34:566-571. 2016

In conclusion, we provide support for an association between

the use of ADT in the treatment of prostate cancer and an

increased risk of Alzheimer’s disease in a general population

cohort



Surgical Technique
Tailoring RP according risk of EPE



Schlatoff O , Coelho RF et al, Eur Urol, 2012



Rationale for partial nerve-sparing

Coelho RF, Patel et al, unpublished data

Patients 410 patients with ECE

(5217 total)

ECE width min (mm) 0,2

ECE width max (mm) 9

ECE width mean (mm) 1,78 ± 1,39

ECE width median (mm) 1

ECE width <8 mm 99,5%

ECE width <3 mm 89%
ECE width <1 mm 64%

3mm





Early Retrograde Release of the NVB



Partial NS - Landmark artery



How to plan NS?



Raskolnikov D et al, J Urol, 2015

Because of the low sensitivity of MP-MRI for ECE, further tools are necessary to

stratify men at risk for occult ECE. MRI/TRUS fusion-guided biopsy Gleason score can

help identify which men with PCa have ECE that may not be detectable by imaging.

The Role of Magnetic Resonance Image-Guided Prostate Biopsy in

Stratifying Men for Risk of Extracapsular Extension at RP

MP - MRI

N 169

ECE 23,1%

Sensitivity 48,7%

Specificity 73,9%

VPP 82,8%

VPN 35,9%



The five logistic models showed good predictive performance, the area under

the receiver operating characteristic curve was: 0.81 for ECE, and 0.84, 0.85,

0.88, and 0.90 for ECE width of >1, >2, >3, and >4 mm, respectively.

Patel VR. Coelho RF. BJU Int. 2018



CAPRA score
Logistic

regression
0.779

(0.766-0.793)
Chung JS, Choi HY, Song HR, et al. Preoperative nomograms for

predicting extracapsular extension in Korean men with localized prostate

cancer: a multi-institutional clinicopathologic study. J Korean Med Sci.

2010 Oct; 25(10):1443-8

Logistic

regression

0.795

(0.781-0.808)

Crippa A, Srougi M, Dall'Oglio MF, et al. A new nomogram to predict

pathologic outcome following radical prostatectomy. Int Braz J Urol. 2006

Mar-Apr;32(2):155-64.

Logistic

regression

0.787

(0.774 – 0.799)
Graefen M1, Haese A, Pichlmeier U, et al. A validated strategy for side

specific prediction of organ confined prostate cancer: a tool to select for

nerve sparing radical prostatectomy. J Urol. 2001 Mar;165(3):857-63.

Classification Tree

(CART)

0.698

(0.685 – 0.710)

Ohori M1, Kattan MW, Koh H, et al. Predicting the presence and side of

extracapsular extension: a nomogram for staging prostate cancer. J Urol.

2004 May;171(5):1844-9

Logistic

regression

0.801

(0.788 – 0.814)
Eifler JB, Feng Z, Lin BM, et al. An updated prostate cancer staging

nomogram (Partin tables) based on cases from 2006 to 2011.

BJU Int. 2013 Jan;111(1):22-9

Multinomial

logistic regression

0.764

(0.750 – 0.778)

Partin AW, Mangold LA, Lamm DM,et al. Contemporary update of

prostate cancer staging nomograms (Partin Tables) for the new

millennium. Urology. 2001 Dec;58(6):843-8.

Multinomial

logistic regression

0.774

(0.761 – 0.788)

Satake N, Ohori M, Yu C, Kattan MW, et al. Development and internal

validation of a nomogram predicting extracapsular extension in radical

prostatectomy specimens. Int J Urol. 2010 Mar;17(3):267-72.

Logistic

regression

0.776

(0.762 – 0.790)

Memorial Sloan Kettering Cancer Center
https://www.mskcc.org/nomograms/prostate/pre-op/coefficients

Model: Extracapsular Extension

Logistic

regression

0.777

(0.764 – 0.791)

Steuber T, Graefen M, Haese A, et al. Validation of a nomogram for

prediction of side specific extracapsular extension at radical

prostatectomy. J Urol. 2006 Mar;175(3 Pt 1):939-44;

Logistic

regression

0.728

(0.713 – 0.742)



www.prece.it



RP - Functional 

Outcomes



Patel VR. Coelho RF. BJU Int. 2012



Demographic and preoperative features 

(128 pts – 3.5 months period)

Under review – Eur Urol – Surgery in Motion

RETROGRADE RELEASE OF THE NVB WITH 

PRESERVATION OF DORSAL VENOUS 

COMPLEX 



Under review – Eur Urol – Surgery in Motion

RETROGRADE RELEASE OF THE NVB WITH 

PRESERVATION OF DORSAL VENOUS 

COMPLEX 



Under review – Eur Urol – Surgery in Motion



Mr Smith would you consider RDT for 

your clinically localized Pca?

Please take my 

prostate out, 

Doc!!

- You may experience long term

RDT side effects (bowel

dysfunction, second

malignancies, worsening LUTS)

- There is no low morbidity salvage

treatment for BCR

- You will need ADT which

increases risk of DM, MI, Stroke,

Alzheimer, DE, depression, OP

- And cancer control, in the

available literature, is worse than

RP




