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• Prostate cancer is the commonest male cancer in

112/185 countries and is 15% of all male cancers

• New cases will rise annually from 1.4 million in 2020 to

approximately 3 millions in 2040

The prostate cancer reality 

James N et al. Lancet 2024



Istituto Oncologico della Svizzera Italiana

Oncology Institute of Southern Switzerland

The evolving treatment landscape for prostate cancer

Barata PC ESMO 2025
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The treatment choices in metastatic prostate cancer

Aparicio A ESMO 2025
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Expanding treatment options means rising costs

https://www.grandviewresearch.com/market-trends/top-20-prostate-cancer-drugs-market#

ARPIs

Lu-PSMA
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- The current standard of care for metastatic hormone-sensitive prostate cancer

(mHSPC) combines ADT with an ARPI, with or without docetaxel and/or prostate

radiotherapy.

- This approach improves overall survival by about 30%, but increases toxicity risks, 

including:

- Cardiovascular events: RR 1.71 (95% CI 1.29–2.27) and grade 3–4 hypertension 

RR 1.53 (95% CI 1.19–1.97).

- Falls and fractures: grade ≥3 falls RR 1.6; all-grade fractures RR 1.59; grade ≥3 
fractures RR 1.71.

- Cognitive effects and fatigue: cognitive toxicity RR 2.10 (95% CI 1.30–3.38); 

fatigue RR 1.34 (95% CI 1.16–1.54).

- This undoubtedly increases the healthcare costs!

The mHPSC example: outcome benefit vs toxicity risk

Wala J et al. JCO 2023; Rizzo A et al. Expert Opin Drug Metab Toxciol 2021; Myint ZW et al. 

JAMA Netw Open 2020; Nowakowska MK JAMA Oncol 2023 
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Goals of sustainable and equitable oncologic treatments

1.Prolong quantity of life

2. Improve quality of life

3. Increase cost-effectiveness

1.Need to demonstrate 
equivalent or better outcome 
compared to other strategies

2.Need to have a better toxicity 
profile

3.Need to limit the healthcare 
costs
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- Geographical disparities: Access to ARPIs, PARP-

inhibitors and PSMA agents varies significantly between

high-income countries vs low- and middle-income countries.

- Economic disparities: Health systems with limited budgets

may prioritize cost-effective population strategies (ADT ±

docetaxel) over precision options.

- Implementation gaps: Even within high-income countries,

differences exist between academic centers and community

settings in testing and treatment delivery

The equity challenge in prostate cancer treatment
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How can radiation therapy contribute to achieving value-based care while 

promoting equitable access to high-quality treatment standards?

Equity vs cost-effectiveness: the core dilemma

EQUITY COSTS
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Climbing the pyramid of evidence for treatment decision

Overall survival and quality of life are the most important clinical endpoints to confirm 

the potential benefit of a therapeutic intervention (FDA guidance 2025)

Stevens SX et al. Lancet Oncol 2025
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The 177Lu-PSMA evolution…

Fendler W. EAU 2025

Only phase III RCT with OS benefit
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Do we need to add 177Lu-PSMA to SBRT in oligometastatic HSPC? 

SBRT + 177Lu-PSMA improves PFS from 7.4 to 17.6 months compared to SBRT alone, 

with ADT-free survival extending from 14.1 to 24.3 months

Kishan A et al. ASTRO 2025
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Lu-PSMA and SBRT: a rapidly evolving field 

Cozzi S et al. Eur Urol Focus 2025
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SBRT with 6-months ADT: a safe alternative? 

SBRT + 6-mo ADT improves PFS compared to SBRT alone, 

achieving a clinical benefit comparable to Lu-PSMA therapy (HR 0.43 vs. 0.37)

Marvaso G et al. Lancet Oncol 2025 

Median time to testosterone recovery: 9 months (IQR 9-12)
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The equity vs cost-effectiveness conundrum

Treatment Duration Approx. Total Cost Notes

2 cycles Lu-PSMA ~ 8 weeks

€50,000 – €70,000
Approximate cost per cycle: 

€25,000 – €35,000

High cost due to 

radiopharmaceutical & 

nuclear medicine 

infrastructure

ADT (6 months) 6 months

€1,000 – €3,000
Leuprolide depot 22.5 mg q3mo × 2:

€800 – €1,200

Widely available, 

reimbursed in most 

health systems
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Ways to improve cost-efficiency with radiotherapy

REDUCE SIMPLIFY
• Simple” approaches are more 

reproducible

• Streamlined SBRT protocols

• Accessible, easy-to-implement 

biomarkers

INDIGENIZE
• Adapt systemic therapies and radiotherapy 

to local contexts and resources

REPLACE
• Complex systemic treatments 

lacking proven benefit

• Duration of systemic therapy

• Systemic therapy doses

• Number of RT fractions

• Travel and accommodation needs
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Indigenize & Simplify: ultra-hypofractionated radiotherapy

Ultra-hypofractionated prostate EBRT in 7 fx delivered with 3D-CRT techniques 

is non-inferior to conventional fractionation using 78Gy/39 fx

Widmark A et al. Lancet 2019; Thellenberg-Karlsson, Radioth Oncol suppl. ESTRO 2025

3D-CRT 

with IGRT: 80%
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Intensify in high-risk PCa and Replace with generic drug?

Metastasis-free 

survival

Overall

survival

Two years of abiraterone added to long-term ADT improves significantly MFS

and OS in very high-risk and cN1 prostate cancer patients (potential for generic abiraterone?)

Attard G et al. Lancet 2022



Consensus 

questions 

APCCC 2024

4. In the majority of patients with very high-risk localised prostate cancer (NCCN
definition) and NOT high-risk localised/locally advanced prostate cancer
(STAMPEDE definition) N0 M0 on next-generation imaging, what is your
recommended treatment?

20

Option Votes

Option 1 30

Option 2 58

Option 3 0

Option 4 17

Abstain 1

1. Radiation plus long-term ADT alone

2. Radiation plus long-term ADT plus 
abiraterone for 2 years

3. Radiation plus long-term ADT plus 
docetaxel

4. Surgery, recognising that it may be part 
of a multimodality approach

5. Abstain/unqualified to answer

1. High-risk localised and locally advanced prostate cancer 

Option 1
29%

Option 2
55%

Option 4
16%

Gillessen S et al. Eur Urol 2025
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Reduce systemic therapies in high-risk PCa: patient selection

Most high-risk prostate cancer patient receiving high-dose radiation and 2 years of ADT 

do not need intensification with Enzalutamide

Nguyen P et al. ESMO 2025
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Not all high-risk patients are the same

Nguyen P et al. ESMO 2025
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Reduce systemic therapies: new AI-derived biomarkers

Artificial intelligence-based digital pathology predictive model

Only 34% of patients (model positive patients) benefit from short-term ADT to reduce the risk of distant metastases

NRG/RTOG 9408 RT +/- short course ADT – results in model positive and model negative populations 

Distant Metastases Risk Prostate Cancer Mortality Risk

Predictive model positive Predictive model negative Predictive model positive Predictive model negative

Spratt DE et al. NEJM Evid 2023
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Reduce systemic therapies duration in high-risk BCR nmHSPC

Intermittent enzalutamide and leuprolide than with leuprolide alone improves OS among patients 

with prostate cancer with high-risk biochemical recurrence

Freedland S et al. NEJM 2023; Shore N et al NEJM 2025

EMBARK

BCR: biochemical recurrence

nmHSPC: non-metastatic hormone-sensitive prostate cancer
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In selected high-risk BCR patients radiotherapy and metastasis-directed therapy may delay progression 

and improve clinical outcome and quality of life

Marvaso G et al. Eur Urol 2025; Zilli T. personal slides 2025

Replace long-term systemic therapies with radiotherapy 
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Reduce systemic therapies in high-risk BCR with SBRT? 

Time before to first restart 

of treatment 

- PSA ≥ 0.2 ng/mL at week 
36 

- For patients in the off-

period, a rise of PSA to ≥ 5 
ng/mL after primary RT or 

to ≥ 2 ng/mL after RP ±
postoperative RT 

- For patients in the off-

period with rising PSA < 5 

ng/mL after primary RT or 

< 2ng/mL  after RP ±

postoperative RT, the 

investigator decision to 

restart treatment* 
Stratification factors:

- Previous pelvic radiotherapy or not

- PSA doubling time (≤3 mo vs. > 3 to ≤ 9 mo)
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ESCALATE-RT phase III trial

High-risk hormone-sensitive prostate PCa
• PSA ≥ 0.2 ng/mL after RP± postoperative 

RT or ≥ 2 ng/mL after RT
• PSADT ≤ 9 months
• Testosterone > 150 ng/dL

• On PSMA PET/CT restaging presence of: 

• 1 to 5 metastases that are 

amenable to MDT (M1) ± pelvic 
nodes (N1) 

PCa: prostate cancer

PSA: prostate-specific antigen

RP: radical prostatectomy

RT: radiotherapy

PSADT: PSA doubling time

ADT: androgen deprivation therapy

WPRT: whole pelvis radiotherapy

MDT: metastasis-directed therapy
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Yes, suspend

treatment

No, continue 

treatment

* In case of oligometastatic progression (N1 and/or M1), 

use of MDT and/or WPRT is allowed

Primary endpoint: 

Time to first re-initiation of treatment

PI: Zilli T, Tombal B, Ost P, Gillessen S
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Reduce systemic therapies: the value of PSA nadir

On-Treatment Serum Prostate Specific Antigen (PSA) and Metastatic Burden at Treatment Start: Landmark Analysis 

of 7129 Patients Starting Long-Term Androgen Deprivation (ADT) and Randomised 

in the STAMPEDE Platform Protocol

Achieving a PSA ≤ 0.2 ng/mL within 6–12 weeks strongly predicts favorable long-term survival

Kayani M et al. ESMO 2025
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Reduce systemic therapies in mHSPC

mHSPC: metastatic hormone-sensitive prostate cancer
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Reduce systemic therapies in mHSPC

LIBERTAS

mHSPC: metastatic hormone-sensitive prostate cancer



Istituto Oncologico della Svizzera Italiana

Oncology Institute of Southern Switzerland

Reduce systemic therapies with SBRT in oligometastatic HSPC

STAMPEDE 2

Comprehensive radiotherapy of all metastatic sites plus SOC systemic therapy may potentially improve

long-term outcomes of oligometastatic patients (but yet to be demonstrated)  

Connor MJ et al. Nat Rev Clin Oncol 2020

PEACE-6 OligoPRESTO
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Reduce systemic therapies with SBRT in oligometastatic CRPC

Abi + SBRT

Abi alone

Abi + SBRT

Abi alone

Francolini G et al. JCO 2023; Niazi T et al. Lancet Oncol 2025

Addition of SBRT to 1st line ARPI improves progression-free survival

and postpone subsequent line of systemic therapy in oligoprogressive CRPC patients

CRCP: castration-resistant prostate cancer
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Modern integrated approaches: a vision for the future

Prostate cancer management has evolved
remarkably.

Focus on reducing toxicity and
enhancing QoL — finding the right balance
between benefit and burden of new therapies.

Future goals: Preserve function. Minimize
side effects. Improve life and sustainability.

Radiotherapy offers a cost-effective path
to improve efficacy with minimal toxicity while
preserving QoL and healthcare costs.
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THANK YOU FOR YOUR ATTENTION

Mail: Thomas.Zilli@eoc.ch @ZilliThomas
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