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The prostate cancer reality

The Lancet Commission on prostate cancer: planning for the

2040
surge in cases " 200 '
Nicholas D James, lan Tannock, James N'Dow, Felix Feng, Silke Gillessen, Syed Adnan Alj, Blanca Trujillo, Bissan Al-Lazikani, Gerhardt Attard,
Freddie Bray, Eva Compérat, Ros Eeles, Omolara Fatirequn, Emily Grist, Susan Halabi, Aine Haran, Daniel Herchenhorn, Michael S Hofman,
Mohamed Jalloh, Stacy Loeb, Archie MacNair, Brandon Mahal, Larissa Mendes, Masood Moghul, Caroline Moore, Alicia Morgans, Michael Morris, Eastern Asla 680542
Declan Murphy, Vedang Murthy, Paul L Nguyen, Anwar Padhani, Charles Parker, Hannah Rush, Mark Sculpher, Howard Soule, Matthew R Sydes, South America 313630
Derya Tilki, Nina Tunariu, Paul Villanti, Li-Ping Xie Eastern Europe 252641
Northern America | 241945
Western Europe | 214452
. . South-central Asia | 189709
 Prostate cancer is the commonest male cancer in Western Asia 133664
. . South-eastern Asia 129293
112/185 countries and is 15% of all male cancers Southern Europe | 126177
Northern Europe_ 99611
Western Africa | 95552
. . I . Eastern Africa | 94793
* New cases will rise annually from 1.4 million in 2020 to Central America | 85931
. agge - Northern Africa 606
approximately 3 millions in 2040 NNV — e
Southern Africa | 44820
Caribbean | 36067
Australia and New Zealand | 24037
Melanesia | 2299 &
Polynesia: 423 20201414259
Micronesia | 205 2040 2877181
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Estimated new cases (thousands)
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James N et al. Lancet 2024
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The evolving treatment landscape for prostate cancer
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The treatment choices in metastatic prostate cancer
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Expanding treatment options means rising costs

Global Top 20 Prostate Cancer Drugs Market = L <
Size, 2020 - 2030 (USD Billion) GRAND VIEW RESEARCH
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The mHPSC example: outcome benefit vs toxicity risk

- 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:
"z’- - Cardiovascular events: RR 1.71 (95% CI 1.29-2.27) and grade 3—4 hypertension
RR 1.53 (95% CI1 1.19-1.97).

-y - 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!

Wala J et al. JCO 2023; Rizzo A et al. Expert Opin Drug Metab Toxciol 2021; Myint ZW et al.  Istituto Oncologico della Svizzera Italiana

JAMA Netw Open 2020; Nowakowska MK JAMA Oncol 2023 Oncology Institute of Southern Switzerland ¥



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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The equity challenge in prostate cancer treatment

- 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
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Equity vs cost-effectiveness: the core dilemma

EQ

How can radiation therapy contribute to achieving value-based care while
promoting equitable access to high-quality treatment standards?
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Climbing the pyramid of evidence for treatment decision

Overall survival assessment in cancer drug trials: a luxury or
a necessity?

Systematic reviews and
meta-analyses of RCTs*

'Randomized‘
controlled trials

High

Cohort studies Lower
l Case-control studies I

Quality of

! Risk of bias
evidence
Cross-sectional studies, surveys l
Tower Case reports, case studies Higher

Mechanistic studies

Editorials, expert opinion

Overall survival and quality of life are the most important clinical endpoints to confirm
the potential benefit of a therapeutic intervention (FDA guidance 2025)

Istituto Oncologico della Svizzera Italiana
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The 17"Lu-PSMA evolution...

Only phase Ill RCT with OS benefit

AlphaBreak
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LuTectomy STAMPEDE-2 ECLIPSE {}
NeoPSMA PEACE-6 {}
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@ STAMPEDE (abiraterone) Docetaxel Pembrolizumab (MS/-H/MMR)
ARCHES (enzalutamide) Cabazitaxel Olaparib (PARPi DDR)
PSA LATITUDE (abiraterone) Carboplatin Lu177-PSMA617 (VISION)
TITAN (apalutamide)
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Clinically Localized Rising PSA - BCR
—— o -
Active Surveillance Active Surveillance Enza/Abi/Daro/Apa
Surgery Intermittent ADT ARAMIS (darolutamide) PROpel (abi/Olaparib BRCA+)

Salvage Therapy PROSPER (enzalutamide) PROfound (Olaparib)

Oligo-M Directed therapy  gpARTAN (apalutamide) TALAPRO-2 (enzaltalaparib HRR+)

EMBARK (enzalutamide) MAGNITUDE (abi/niraparib BRCA+)
PEACE-3 (Enza +Ra223)

Radiation Therapy &
Focal Therapy .

Castration Resistant

Hormone Sensitive

Offer 77Lu-PSMA-617 to pre-treated mCRPC patients with one or more metastatic lesions,

highly expressing PSMA (exceeding the uptake in the liver) on the diagnostic radiolabelled
PSMA PET/CT scan.

eal
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Do we need to add ""Lu-PSMA to SBRT in oligometastatic HSPC?

With Number of Subjects at Risk
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Lu#SBRT — — — SBRT only

SBRT + "77Lu-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

_ Istituto Oncologico della Svizzera ltaliana
Kishan A et al. ASTRO 2025 Oncology Institute of Southern Switzerland




Lu-PSMA and SBRT: a rapidly evolving field

Unlocking New Therapeutic Strategies in Oligometastatic Prostate
Cancer with Radioligand and Metastasis-directed Radiation Therapy

[Lu]Lu-PSMA-617 RPT (7.54 GBq) SBRT (27 Gy in 3 fractions)

.al . orsbocd.* RPT (2 cycles) + SBRT
Salvatore Cozzi™", Camille Roukoz“, Thomas Zilli "%~

.
BEDyp-3 (Gy)

-
BED -3 (Gy)

BEDgp-3 (Gy)

Table 2 - Summary of the main ongoing trials on combined radioligand therapy and SBRT in omHSPC

Trial Sponsor Year Design Pts  Population Arms Primary endpoint
started
Intervention Control
POPSTAR 11 Peter MacCallum Cancer Centre 2023 Phase 2 92 Metachronous 2 cycles of "7Lu-PSMA-I&T with SBRT between cycles 1  SBRT PFS
NCT05560659 Randomized, two omHSPC and 2 alone (biochemical or
arms (< 5 mets on PSMA clinical)
PET)
NCT05079698 Memorial Sloan Kettering Cancer 2023 Prospective 6 MTC omHSPC Neoadjuvant '"7Lu-PSMA-I&T (2 cycles) followed by - Feasibility
Center Single institution (<3 mets on PSMA SBRT
Pilot study PET)
ProstACT Telix 2022 Phase 2, single arm 5 MTC omHSPC SBRT + adjuvant '77Lu-]591 (2 cycles) / PSA-based PFS
TARGET Prospective (<5 mets)
NCT05146973 Multicenter
PSMA-DC Novartis 2024 Phase 3 450 MTC omHSPC SBRT + adjuvant '"’Lu-PSMA-617 (4 cycles) SBRT MES
NCT05939414 Randomized, two (<5 mets on PSMA alone
arms PET)
Multicenter

MTC = metachronous; mets = metastases; PET = positron emission tomography; PSMA = prostate-specific membrane antigen; SBRT = stereotactic body radiotherapy; da-SBRT = dose-adapted SBRT; PFS = progression-free
survival; ADT = androgen deprivation therapy; MFS = metastasis-free survival; PSA = prostate-specific antigen; omHSPC = oligometastatic hormone-sensitive prostate cancer.

Istituto Oncologico della Svizzera ltaliana

Cozzi S et al. Eur Urol Focus 2025 Oncology Institute of Southern Switzerland




SBRT with 6-months ADT: a safe alternative?

ADT with SBRT versus SBRT alone for hormone-sensitive
oligorecurrent prostate cancer (RADIOSA): a randomised,
open-label, phase 2 clinical trial

100 SBRT: median 15-1 months (95% Cl 12-4-22-8) e
=51
@ SBRT with ADT: median 322 months (22-4-NR) (0=51)
L'l‘lc: 75 ] 95% CI 0'26’—0"?2)r p:O'DD].D Grade 1-2 GradeB Grade 1-2 Grade3
‘g g“: SBRT related (n=2)
4 = Diarrhoea 1(2%) 0 0 0
S) 50+ ‘
8" 2 Left ureter stenosis 0 0 0 1(2%)
55
= @ ADT related
E 25+ ——SBRT Hot flushes . - 22(43%) 0
S — SBRTwith ADT Asthenia 8(16%) 0
0 I I I I Insomnia .. . 4(8%) 0
12 24 36 48 Muscular pain 2(4%) 0
Number at risk
Data are n (%). ADT=androgen deprivation therapy. SBRT=stereotactic body
(number censored) . , i .
radiotherapy. Maximum toxicity grade reported according to the Common
SBRT 51 (G) 32 {0) 12 (7) 3 (6) 2 (1) Terminology Criteria for Adverse Events.
SBRTwith ADT 51 (0) 46 (3) 21 (11) 10 (5) 3(4)
Table 3: Adverse events by grade and treatment group

Median time to testosterone recovery: 9 months (IQR 9-12)

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

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

Istituto Oncologico della Svizzera ltaliana
Marvaso G et al. Lancet Oncol 2025 Oncology Institute of Southern Switzerland




The equity vs cost-effectiveness conundrum

Treatment Duration Approx. Total Cost Notes

High cost due to
radiopharmaceutical &
nuclear medicine

€50,000 — €70,000
4% 2 cycles Lu-PSMA  ~8weeks Approximate cost per cycle:
€25,000 — €35,000

infrastructure
€1,000 — €3,000 Widely available,
< ADT (6 months) 6 months  Leuprolide depot 22.5 mg g3mo x 2. reimbursed in most
€800 — €1,200 health systems

Istituto Oncologico della Svizzera ltaliana ¢
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Ways to improve cost-efficiency with radiotherapy
4 \ INDIGENIZE

/ i_ ]
:EE, ] « Adapt systemic therapies and radiotherapy
to local contexts and resources

eDUCE g I
Duration of systemic therapy |
Systemic therapy doses ‘ ' :
Number of RT fractions
Travel and accommodation needs

REPLACE

« Complex systemic treatments
lacking proven benefit

SIMPLIFY

 Simple” approaches are more
reproducible

+ Streamlined SBRT protocols

* Accessible, easy-to-implement
biomarkers
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Indigenize & Simplify: ultra-hypofractionated radiotherapy

1200 men with Endpoints
Primary:

Conventional RT

intermediate risk i . : . 100
rostate cancer with — 8 Gy in 39 fx : Blochemlcallclmlcal = Conventional fractionation
2 or2 risk factors = 75 WEEkS fa”ure 90 — Ultra-hypofractionation
o
Q
Tlc—-T3a )
| > E Secondary endpoints 80
Gleason = 7 3 included:
PSA <20 ng/mL 2 : ~ 70
Al Extreme Hypofx * Overall and prostate 2
42.7 Gy in 7 fx cancer-specific survival g 60
No ADT - * CRO- t dl g logrank p = 0.12
2.5 weeks acute and late - grank p
« PRO-acute and late g 50
Non inferiority design g 40
Image guided RT (80% 3DCRT- 20% VMAT) E
30
20
10
3D-CRT 0

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Time from randomisation (years)

with IGRT: 80%

Number at risk (number censored)

CF 591(0) 580(4) 558(6) 532(9) 501(22) 474 (33) 439 (45) 404 (59) 350 (90) 309 (109) 230 (176) 171 (227) 125 (270) 88 (303) 57 (330) 39 (348)
UHF 589(0) 569 (4) 543(11) 511(21) 489(27) 464 (37) 432 (50) 410 (B3) 377 (78) 348 (98) 266 (170) 195 (232) 140 (282) 87 (326) 60 (352) 35 (377)

Ultra-hypofractionated prostate EBRT in 7 fx delivered with 3D-CRT techniques
is non-inferior to conventional fractionation using 78Gy/39 fx

Istituto Oncologico della Svizzera Italiana

Widmark A et al. Lancet 2019; Thellenberg-Karlsson, Radioth Oncol suppl. ESTRO 2025 Oncology Institute of Southern Switzerland




Intensify in high-risk PCa and Replace with generic drug?

A
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80+
£
5
£ 6o
@ .
&
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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
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L7 Consensus
APCCC 1. High-risk localised and locally advanced prostate cancer questions

4#" ADVANCED PROSTATE CANCER

CONSENSUS CONFERENCE 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) NO MO on next-generation imaging, what is your
recommended treatment?

1. Radiation plus long-term ADT alone Oﬂtgz/n 4
2. Radiation plus long-term ADT plus Option 1 Opt.ion Votes
abiraterone for 2 years 299, Option 1 30
3. Radiation plus long-term ADT plus Option 2 58
docetaxel Option 3 0
- , ion 4 17
4. Surgery, recognising that it may be part Optlor.]
Abstain 1

of a multimodality approach

5. Abstain/unqualified to answer

Option 2
55%

Gillessen S et al. Eur Urol 2025



Reduce systemic therapies in high-risk PCa: patient selection

Q A—— : TP ,-
ANZUP ENZARAD schema K | | pok ~ Primary endpoint: T
. - | i MFS by conventional imaging

Eligibility : 100%
Localised prostate cancer Enzalutamide 160mg daily for 24 months Endpoints events/N  MFS 8y
High risk of recurrence + LHRHA for 24 months Metastasis-free survival (primary) ENZA 98/401 74%
Suitable for EBRT + RT starting after 16 weeks + brachy + nodal | Overall survival 75% 1 NSAA 109/401  72%
L Cause specific survival 2
S 11 PSA progression free survival llf HR = 0.88 (95% Cl 0.67, 1.15)
Stratification & : \ L gom =0. .67, 1.
Clinical progression free survival S = all K
Gleason score 8-10 . jon-r o 2p = 0.34 (log-rank test)
; Conventional NSAA for 6 months Castration-resistance -
T3-4 disease + LHRHA for 24 months Health related quality of life e o
: 5% 4
N1 disease + RT starting after 16 weeks + brachy + nodal | Adverse events - Enzalutamide Median FU = 8 years
PSA 220 ng/mL Incremental cost-effectiveness s Coticd
Brachytherapy boost 0% YO
Featssliea il l 0 12 24 36 48 60 72 84 96 108
Study Site Months
Number at risk (number censored)
N=800
401(2) 395 (4) 392(5) 384 (7) 359(12) 334(16) 306(28) 226(93) 117(192) 36 (267)
e .
Sontent of this presentation s copynght and responsibidy of the author. Petmessson s required for re-use Mt
SORBRIER P PRQA nc responsbily o B s, o) Em Cantent of this presentation 1s copynght and responsibiity of the author Permission 1s required fof re-use mm“"””"“

Professor Paul Nguyen #ENZARAD @ANZUPtrials @DrPaulNguyen = Pty - P
lessor Paul Nguyen #ENZARAD @ANZUPtrials aulNguyen

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

do not need intensification with Enzalutamide

N P et al. ESMO 2025 Istituto Oncologico della Svizzera Italiana
gryenmetal Oncology Institute of Southern Switzerland




Not all high-risk patients are the same

ENZARAD Benefit in cN1 is consistent with STAMPEDE
but ENZARAD enrolled more favorable risk patients

STAMPEDE (abiraterone) | ENZARAD (enzalutamide)

HR for MFS in cN1 0.49 0.43

Clinical T3-4

Gleason 8-10 79% 89%

Istituto Oncologico della Svizzera Italiana

Nguyen P et al. ESMO 2025 Oncology Institute of Southern Switzerland ¥




Reduce systemic therapies: new Al-derived biomarkers

Artificial intelligence-based digital pathology predictive model
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
40 40 40 40
1* Subdistribution  0.34 (0.19 to 0.63), P=<0.001* Subdistribution 0.92 (0.59 to 1.43), P=0.71 e Subdistribution  0.28 (0.14 to 0.57) o Subdistribution  0.74 (0.45 to 1.22)
g‘ 30 hazard ratio § 30 hazard ratio §_ 30 hazard ratio o‘\°' 304 hazard ratio
= 1 (959 €Iy < 7 ©5%cCl) F) (95% CI) o (95% Cl)
AE 15-Year Estimate: -?n 2 15-Year Estimate: 2
& 20 RT 14.4% (10.0 to 18.8%) & 20+ & 20- RT 12.7% (8.5 to 17.0%) & 204
= = 15-Year Estimate: g 5 15-Year Estimate:
3 % dl i | RT 6.5% (4.3 to 8.7%
Q. 10 D 10 RT 7.49% (5.0 to 9.7%) Y 10 Y 10 ( )
IE k7 fjﬂ_ 1;: I ﬁ
0 15-Year Estimate: 0 15-Year Estimate: W 0+ 15-Year Estimate: b 0+ 15-Year Estimate:
RT + ST-ADT 4.0% (1.5 to 6.4%) RT + ST-ADT 6.9% (4.6t0 9.2%) ') RT + ST-ADT 2.6% (0.5 to 4.6%) RT + ST-ADT 5.3% (3.2 to 7.4%)
T T 1 T T T 1 T 1 T
o 5 10 15 20 o 5 10 15 20 o 5 10 15 20 0 5 10 15 20
Time from Randomization (Years) Time from Randomization (Years) Time from Randomization (Years) Time from Randomization (Years)
RT 270 211 139 75 12 RT 536 407 238 143 16 RT 270 218 145 77 12 RT 536 413 244 147 16
RT + ST-ADT 273 214 146 76 7 RT + ST-ADT 515 425 268 139 14 RT + ST-ADT 273 218 149 78 8 RT + ST-ADT 515 432 276 142 15
Number at Risk Number at Risk Number at Risk Number at Risk

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

Istituto Oncologico della Svizzera Italiana

Spratt DE et al. NEJM Evid 2023 Oncology Institute of Southern Switzerland




Reduce systemic therapies duration in high-risk BCR nmHSPC

A Metastasis.free Survival with Enzalutamide plus Leuprolide vs. Leuprolide Alone
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Intermittent enzalutamide and leuprolide than with leuprolide alone improves OS among patients

with prostate cancer with high-risk biochemical recurrence

Istituto Oncologico della Svizzera ltaliana

Freedland S et al. NEJM 2023; Shore N et al NEJM 2025 Oncology Institute of Southern Switzerland




Replace long-term systemic therapies with radiotherapy

Should We Embark on “EMBARK”? Reassessing the Role of
Radiotherapy and Androgen Receptor Pathway Inhibitors in the Era
of Next-generation Imaging

a,b,*

Giulia Marvaso , Giulio Francolini ", Vérane Achard de Alfonso Gomez-Iturriaga’,
Finbar Slevin ™, Thomas Zilli***"', Piet Ost ™™, on behalf of the Urology Focus Group of the
European Society for Radiotherapy and Oncology?

\
. " _ - Oligometastatic disease: the clinical evidence .‘
Loco-regional PET positive nodal disease .
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In oligorecurrent PSMA detected nodal disease, elective nodal RT combined with 6 mo ADT improves DMFS, loco- Combination of MDT with systemic therapy delays progression and improves clinical outcome

compared to observation, MDT alone or systemic therapy alone

regional control and ADT-free survival compared to MDT

Ost P, Zilli T et al. Lancet Oncol 2025

In selected high-risk BCR patients radiotherapy and metastasis-directed therapy may delay progression
and improve clinical outcome and quality of life

Istituto Oncologico della Svizzera ltaliana

Marvaso G et al. Eur Urol 2025; Zilli T. personal slides 2025 Oncology Institute of Southern Switzerland




Reduce systemic therapies in high-risk BCR with SBRT?

Time before to first restart
of treatment

ESCALATE-RT phase lll trial

a)
(%)
> - PSA=0.2 ng/mL at week
A Yes, suspend 36
High-risk hormone-sensitive prostate PCa Enza + ADTfor 9 mo [Nl ee—) treatment =
¢ PSA=0.2 ng/mL after RP+ postoperative Ui T - For patientsin the off-
RT or22ng/mL after RT 3 = period, arise of PSAto =5
+  PSADT <9 months = m ’ .
* Testosterone > 150 ng/dL | = 3 ng/mL after primary RT or
*  On PSMA PET/CT restaging presence of: © 7 toz2 ng/m.L afterRP +
+ 1to5metastases that are C g z postoperative RT
amenable to MDT (M1) + pelvic = -
nodes (N1) 5 N ti ; - Forpatients in the off-
Enza + ADT for O Mo O ey 0, continue = period with rising PSA<5
+ MDT/WPRT |4 treatment ng/mL after primary RT or
™ <2ng/mL afterRP +
ol postoperative RT, the
investigator decision to
L restart treatment™
Stratification factors:
PCa: prostate cancer - Previous pelvic radiotherapy or not
PSA: prostate-specific antigen - PSA doubling time (<3 mo vs. > 3 to £ 9 mo)
RP: radical prostatectomy

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

RT: radioth
radiotherapy use of MDT and/or WPRT is allowed

PSADT: PSA doubling time

ADT: androgen deprivation therapy
WPRT: whole pelvis radiotherapy
MDT: metastasis-directed therapy

Primary endpoint:
Time to first re-initiation of treatment

Istituto Oncologico della Svizzera Italiana
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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

Table 2. 96-month survival rates of patients randomised to abiraterone +/-

Figure 1. Landmark Kaplan—-Meier analysis of OS in the metastatic cohort, stratified enzalutamide (PSA categories measured at 24 weeks)

by PSA level at 24 weeks post-randomization.
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w— >1 t0 <3 X
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0 -
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0 12 24 36 48 60 72 84 9% 108 rmmemiped
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Time from landmark (months)

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

Istituto Oncologico della Svizzera Italiana

Kayani M et al. ESMO 2025 Oncology Institute of Southern Switzerland




Reduce systemic therapies in mHSPC

DE-ESCALATE Intermittent ADT in the era of AR pathway inhibitors; a
phase 3 pragmatic randomized trial (EORTC 2238)

Funded by
the European Union

Progression (defined as investigator decision to

Improved definition of residual start next OS prolonging drug)

volume disease

MAB

mHNPC
PSA <0.2 ng/dl after 6 to 12
months of ADT + ARPI
Docetaxel
Stratification
* ADT + ARPI
* ADT+ ARPI+ radiotherapy

* ADT+ ARPI+ chemotherapy

Death

Endpoints:

Co-Primary (hierarchical):

1. proportion of patients without iADT treatment at one year
2. Overall survival at 3 years

i
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N
£
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©
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T
(a8

PET-PSMA Secondary
Sratification v/ Treatment reinitiate at investigator discretion . _C;vera!l Sur"i"al e t 0
. ‘ . - Ime to next systemic prostate cancer era

* 21 ratio, v" Suspended at 6 months if PSA< reached ‘ ystemie pro ) e
. ified b d - Proportion of patient having received next systemic

stratitied by country an prostate cancer therapy at 24, 36 and 52 months.
* ARPI alone, ARPI + docetaxel, ARPI + radiotherapy) - Toxicity with CTCAE v5
* PSA<0.1vs>0.1-<0.2ng/dl - Quality of life with QLQ-C30/PR-25

- Health economics parameters (e.g. Incremental cost
effectiveness ratio)
mHNPC: metastatic hormone naive prostate cancer patients;

n © The DE-ESCALATE Consortium 2023-2028. This project has received funding from the European
@IEORTC i oRIZON Miss CANCER-2022.01 under grant agreement Ne (101104574 ). 77‘("/”/”"’ 7/5””""”%”@?7
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Reduce systemic therapies in mHSPC

LIBERTAS

Newly diagnosed mHSPC (N=333)

» Detection of metastasis by
conventional imaging and/or NGI Arm A:

* ECOG PS 0/1 (up to 2/3)

APA + Intermittent ADT'

PSA undetectable
d,
c % <0.2 ng/mL°¢
b - Arm B:
g8 APA + Continuous ADT
APA 240 mg/d + ADT 39
c o~
20 2‘
Stratification: < ¥ Seha 7 o
8 etectable ; Continue standar
oo yme 20.2 ng/mL of care off study
* Prior treatment for LPC
Initial treatment 6 monthsa® Main treatment + fpllow-up =24 months
4 B after last participant randomized

Istituto Oncologico della Svizzera Italiana
Oncology Institute of Southern Switzerland
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Reduce systemic therapies with SBRT in oligometastatic HSPC

PEACE-6 OligoPRESTO
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Comprehensive radiotherapy of all metastatic sites plus SOC systemic therapy may potentially improve
long-term outcomes of oligometastatic patients (but yet to be demonstrated)
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Reduce systemic therapies with SBRT in oligometastatic CRPC

Stereotactic Body Radiation Therapy and Abiraterone Acetate Metastases-directed therapy in addition to standard
for Patients Affected by Oligometastatic Castrate-Resistant systemic therapy in oligometastatic castration-resistant

Prostate Cancer: A Randomized Phase Il Trial (ARTO) prostate cancer in Canada (GROUQ-PCS 9): a multicentre,

open-label, randomised, phase 2 trial
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Addition of SBRT to 'st 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

[N
< 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.

Y Radiotherapy offers a cost-effective path
to improve efficacy with minimal toxicity while
preserving QoL and healthcare costs.

Istituto Oncologico della Svizzera ltaliana ¢
Oncology Institute of Southern Switzerland
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