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Who are locally advanced 

prostate cancer patients?

EAU – ESTRO – SIOG Guidelines 2018
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Is there a role for surgery in 

locally advanced prostate 

cancer ?

Only retrospective evidence

High risk of patient selection bias

No standardized extent of PLND/use of multimodal 

approaches

 (Mainly) use of conventional imaging



Conventional and molecular 

imaging in cN+

 Conventional imaging: low sensitivity for detecting small volume lesions and 

poorly quantifies the burden and the site of oligometastatic disease

 Molecular and conventional imaging were characterized by the risk of 

underestimating nodal burden in patients  ≤ 2 positive spots

Gandaglia et al EAU 2019



Potential implications of 

surgery

Briganti A. ESMO  2019



Outcomes in cN+ patients 

treated with surgery 



Should ePLND be performed 

in cN1+ patients?



Should  we always consider 

adjuvant ADT in cN1+ 

patients?



Should  we always consider 

adjuvant RT in cN1+ 

patients?

Abdollah et al. JCO 2014



Adjuvant vs early salvage 

RT in cN1+ patients?



What do the guidelines say?
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Do we have evidence to treat 

locally advanced prostate 

cancer with radical RT?



Is RT+ ADT better than RT 

alone?

Bolla M. et al Lancet Oncol 2010

RT+ADT>RT



Is RT+ ADT better than ADT 

upfront?

PCa specific mortality Overall mortality

RT+ADT>ADT

Widmark A et al, Lancet 2009



Which is the optimal duration of neo-adj

ADT in patients treated with radical RT?

Study N° patients treatment OS

TROG 96-011 818 3mo ADT + RT vs 
6mo ADT + RT vs RT

HR 0.63 (0.48–0.83)

RTOG 86102 456 4 mo ADT + RT vs 
RT

CSS 23% vs 36% (p
= 0.01)

1 Denham JW Lancet Oncol 2011; 2 Roach M JCO 2008



Which is the optimal duration of adj

ADT in patients treated with radical 

RT?

Study N° patients treatment OS

RTOG 92-021 1514 4mo ADT + RT vs 
24mo ADT + RT vs 

RT

81% vs70.7%
p=0.044

EORTC 229612 970 6mo ADT + RT vs 
32mo ADT + RT vs 

RT

19 % vs 15.2%
HR 1.42; 95% CI 

1.09–1.85

1Hanks GE JCO 2003; 2Bolla M NEJM 2009



What do the guidelines say?

1 ESMO Guidelines updated 2019
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Should we anticipate systemic treatment?

Effect on Survival

Symptoms delay/control

Maintain QoL

Increase Cure Rate

(locally advanced disease)

Prolong Survival

(advanced disease)

Disease (symptoms)

Drug (toxicities)



High-risk localized PC

n.612

-GS 9-10

-GS 7-8 and PSA >20 (<150) ng/ml

-GS8, PSA <20 ng/ml and T≥2

RT (72-75.6 Gy)

Docetaxel X 6 + ADT (24mo)

Primary end point: Overall Survival

Secondary end point:

-freedom from biochemical failure (PSA)

-freedom from distant metastasis

-disease-free survival
Rosenthal, JCO 2019

RT (72-75.6 Gy)

+ ADT (24mo)

R

1

1



Rosenthal, JCO 2019

Overall Survival Disease free Survival

HR 0.69

+5% at 6 y

HR 0.76



Rosenthal, JCO 2019

Distant Metastases Biochemical failure

HR 0.81HR 0.60



Parikh, JCO 2019

Benefit of Adjuvant treatment in solid tumors



Study Intervention Primary
therapy

Patients
characteristics

I outcome
results

GETUG-12¹
(n. 413)

ADT+Doce+EstrX4
Vs

ADT
RT or RP

T3-4, GS ≥ 8,
PSA> 20 ng/mL, 

or pN1

12y RFS pos

OS Neg

SPCG-12²
(n. 459)

DoceX6
Vs

Observ
RP

High-risk pT2 R1;
pT3a GS ≥ 4+3;
pT3b or pN1+

PFS Neg

SPCG-13³
(n. 376)

DoceX6
Vs

Observ
RT

Intermediate- or
high-risk
patients

BDFS Neg

VA CSP 553⁴
(n. 297)

DoceX6
Vs

Observ
RP

High-risk
pathologic
features on RP

PFS Neg

Randomized trials of Adjuvant Docetaxel

1. Fizazi, Lancet Onc 2015; 2. Ahlgren, Eur Urol 2018; 3. Lehtinen, JCO 2018; 4. Lin, J Urol 2016 



Oudard , JAMA 2019

PSA Progression-Free Survival

Radiologic PFS 

HR 1.03, p 0.88

Overall Survival

HR 0.86, p 0.49



Vale et Al. Lancet Oncol 2016 

Overall Survival in M0 

Failure-free Survival in M0 



STAMPEDE: Abiraterone/P in M0 HSPCa

James N NEJM 2017 



STAMPEDE: Abiraterone/P in M0 HSPCa

Courtesy of MRC



STAMPEDE: Abiraterone/P in M0 HSPCa

James N., NEJM 2017 



Abiraterone or Docetaxel 

in M0 HSPCa….

This is the question….

Abiraterone or Docetaxel 

in M0 HSPCa….

This is the question….

Sun G., Urol Oncol 2018 



Sydes et Al. Ann Oncol 2018 



Sydes et Al. Ann Oncol 2018 



Primary endpoint

• Metastasis-free Survival

R

ATLAS Trial (NCT02531516)

High Risk PC

treated with RT (74-80Gy)
Placebo + ADT (30 mo)

Apalutamide 240 mg

+ ADT (30 mo)

R

EMBARK Trial (NCT02319837)

High-risk PC

treated with RP+/-RT or RT

Placebo +  ADT

Enzalutamide 160 mg

+ ADT

Primary endpoint

• Metastasis-free Survival 

Ongoing phase III trials in locally

advanced/High-risk PC

Enzalutamide 160 mg

+ Placebo



Conclusions

• Multimodality treatment play a key role for the 

management of locally advanced PCa

• Limited evidence support RP. It might be offered to highly 

selected patients. If RP is planned ePLND should be 

considered standard.

• RT + ADT (24-36 mo) is an option for locally advanced 

prostate cancer (evidence IB)

• Suggestion for greater effect of Abiraterone on FFS (No 

Rand. Trials) but no impact on OS
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