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Prolungare la sopravvivenza e mantenere la qualità di vita in tutto 
il percorso del paziente con mHSPC: linee guida ed evidenze 
scientifiche nel trattamento di prima linea e il possibile ruolo della 
radioterapia

Il paziente con mHSPC: intensificazione del trattamento per migliorare la sopravvivenza, preservando la qualità di vita



The burden of prostate cancer

Sung H et al. CA Cancer J Clin 2021;71:209–49.

1.4 million men worldwide each year

It’s estimated that cases of PC will rise to around 4 
million in 2040



Metastatic prostate cancer

Controlled primary tumour

Metastasis

20% of patients with localized PC progress to 
metastatic HSPC within 5 years

(mHSPC)

Clin Oncol 2017;35:3097–104



De novo metastatic prostate cancer

Controlled primary tumour

Metastasis

20% of patients with localized PC progress to 
metastatic HSPC within 5 years

(mHSPC)

Clin Oncol 2017;35:3097–104

Intact primary tumour

Metastasis

6–8% of patients are directly
diagnosed in the metastatic stage 

(de novo mHSPC)

Morb Mortal Wkly Rep 2020;69:1473–80



What we know?

Metastatic hormone-sensitive PC

Low volume patients - better outcome - compared to high volume patients

Metachronous disease - better outcome - compared to synchronous disease

Volume of 
disease

Timing of 
disease



Spectrum of treatments of mHSPC
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Role of chemotherapy

Meta-analysis results of the aggregate data showed significant heterogeneity in 
ADT + D versus ADT effect sizes between HV and LV subgroups (p=0.017).

Adding Docetaxel in patients with HV disease has a consistent effect in improving
median OS (HR 0.68, 95%CI 0.56 - 0.82) 

Patients with LV disease showed much longer OS, without evidence that
Docetatxel improved OS (HR 1.03, 95%CI 0.77 - 1.38)

Eur Urol. 2018 June ; 73(6): 847–855.



Quality of life and systemic treatments

European Urology 2022, Article in press



The ARCHES trial

J Clin Oncol. 2019 Nov 10;37(32):2974-2986

Placebo QD + ADT1

n=576

R
1:1

Enzalutamide 160mg QD 
+ ADT1

n=574

Inclusion criteria:
• N=1150
• mHSPC
• ECOG PS 0–1
• ADT duration ≤3 mesi, with use of docetaxel: ADT ≤6 

mesi
• Allowed previous treatment on primary tumor and 

docetaxel



The ARCHES trial

J Clin Oncol. 2019 Nov 10;37(32):2974-2986

From March, 2016, to January, 2018, a total of 
1,150 patients were randomly assigned 1:1 from 
202 centers

The risk of radiographic progression or death
was significantly reduced by 61% with 
enzalutamide plus ADT versus placebo plus ADT 
(HR, 0.39; 95%CI, 0.30 to 0.50; P <.001)

Enza + ADT significantly reduced also:
• the fiirst symptomatic skeletal event
• the castration resistance
• the pain progression



The ARCHES trial - outcome

J Clin Oncol. 2019 Nov 10;37(32):2974-2986



The ARCHES trial – update 2022

J Clin Oncol. 2022 May 20;40(15):1616-1622

Final prespecified OS analysis
and an update on rPFS

Patients assigned to enzalutamide
plus ADT had a 34% reduction in the 
risk of death versus placebo plus ADT 
(HR 0.66; 95% CI, 0.53 to 0.81; P < 
.001)



The ARCHES trial – overall survival

Median duration of tx:
• Enzalutamide + ADT: 40,2 months
• Placebo + ADT: 13,8 months
• Crossover + ADT: 23,9 months

The clinical benefit of enzalutamide
plus ADT was generally consistent
across prespecified subgroups, 
except in patients with only soft tissue
disease at baseline

J Clin Oncol. 2022 May 20;40(15):1616-1622



The ARCHES trial – time to next systemic therapy

J Clin Oncol. 2022 May 20;40(15):1616-1622



The ARCHES trial – safety

J Clin Oncol. 2022 May 20;40(15):1616-1622



The ARCHES trial – safety

J Clin Oncol. 2022 May 20;40(15):1616-1622

Enza + ADT Placebo + ADT



The ENZAMET trial 

N Engl J Med 2019;381:121-31 

Enzalutamide 160mg QD 
+ ADT
n=563

SOC
(NSAA* + ADT)

n=562

Inclusion Criteria:
• N=1125
• mHSPC
• ECOG PS 0–2
• ADT activated ≤12 weeks 

before randomization
• Previous ADT for ≤24 months 

allowed if concluded ≥12 
previous months

Primary Endpoint
OS
Secondary Endpoint
• PSA PFS
• Safety
• HRQoL (EORTC QLQ C-30; PR-25; 

EQ-5D-5L)

R
1:1



The ENZAMET trial 

N Engl J Med 2019;381:121-31

A total of 1125 men underwent 
randomization and the median 
follow-up was 34 months



The ENZAMET trial - outcome

N Engl J Med 2019;381:121-31 



The ENZAMET trial – subgroup analysis

N Engl J Med 2019;381:121-31 



The ENZAMET trial  - safety

N Engl J Med 2019;381:121-31 



Update from ASCO 2022

Enzalutamide added to TS provided clinically meaningful
improvements in OS for the combined overall cohort, 
which persisted with an additional 3 years of follow-up. 

The benefits were more pronounced in pts with low
volume disease, and were also seen in the subgroup
with M1 high volume mHSPC



TITAN trial

Phase 3 trial, 525 patients with metastatic, castration-sensitive prostate cancer, randomly assigned patients to 
receive apalutamide (240 mg per day) or placebo, added to ADT

N Engl J Med 2019;381:13-24.



Treatments’ comparison for mHSPC

European Urology 78 (2020) 347 – 357

All 4 interventions demonstrated significantly improved OS 
compared with ADT alone. 

These four interventions were statistically comparable to each
other with none being clearly superior. 

However, enzalutamide + ADT had the absolute lowest HR 
compared with ADT alone (HR 0.53, 95%CI 0.37–0.75).



Treatments’ comparison for mHSPC

European Urology 78 (2020) 347 – 357

For low-volume disease, only Enza demonstrated improved survival compared with ADT, with the 
lowest absolute HR (HR 0.38, 95%CI 0.20–0.68). 

Enzalutamide appeared to be superior to docetaxel in men with low-volume disease (HR 0.38, 95%CI 
0.19–0.72).



Guidelines



Guidelines



STAMPEDE trial

Which role for radiotherapy in mHSPC ?

Radiotherapy in mHSPC



STAMPEDE trial

2018

2061 newly diagnosed metastatic prostate cancer randomized 
to  

a) Standard of care: lifelong androgen deprivation therapy 
(with up-front docetaxel permitted from December, 2015)

b) Standard of care plus radiotherapy to the primary tumore

Men allocated to radiotherapy received 
either:

• 55 Gy in 20 daily fractions 

• 36 Gy in 6 weekly fractions

RT in mHSPC - STAMPEDE TRIAL



STAMPEDE trial

LOW VOLUME HIGH VOLUME

RT in mHSPC - STAMPEDE TRIAL



RT in mHSPC - STAMPEDE TRIAL



Role of RT for metastases?



Low volume
CHAARTED

High volume
CHARTEED

Oligometastases
< 5 mets

Oligometastatic state is not the same as
low-volume according to CHAARTED

Low-volume CHARTEED may have large 
number of mets to lymph nodes and 
axial bone

Oligometastatic setting is defined as <= 
5 mets

Matter of definition



2022

MDT in de novo mHSP



37 de novo Oligo-PCa patients treated with RT on primary tumor and metastases

• Radiotherapy was delivered in 5 weeks, the median dose to the pelvis was 45 Gy (1.8 Gy/fraction), and 
68.75 Gy (2.75 Gy/fraction) for the prostate. 

• For bone metastases the dose used was 45–55 Gy/25 fractions, while loco-regional nodal metastases were 
usually treated with 55–60 Gy/25 fractions. 

• Extra-pelvic metastases were more commonly treated with SBRT in 1–5 fractions.

MDT in de novo mHSP



The median OS was 68.8 months, the 2- and 5-year OS rates were 96.9% and 65.4%.

The median b-RFS was 58 months and the 2- and 5-year b-RFS rates were 73.3% and 39.3%.

MDT in de novo mHSP



The median OS was 68.8 months, the 2- and 5-year OS rates were 96.9% and 65.4%.

The median b-RFS was 58 months and the 2- and 5-year b-RFS rates were 73.3% and 39.3%.

STAMPEDE results

ADT group: median survival 46 months; 3-year survival
62%

RT + ADT group:  median survival 48 months; 3-year survival 65

MDT in de novo mHSP



118 oligometastases in 88 patients treated with 
upfront SBRT for oligorecurrence without ADT 

44 patients with Choline-PET

44 patients with PSMA-PET



News from ASTRO



News from ASTRO



NEWS FROM ASTRO



EAU GUIDELINES



ON-GOING STUDIES



Conclusions

The management of patients with metastatic prostate cancer has been evolving 
rapidly in recent years.

The early start of new generation systemic treatments already in the hormone 
sensitive phase allows to improve the survival of these patients.

The choice of the drug to use should be mainly based on its impact on patient’s 
quality of life as well as on the efficacy of the treatment.

While the role of RT on de novo metastatic primary tumor is clear, the treatment of 
metastases in these new scenarios still needs to be prospectively investigated.
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