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HYPO-RT-PC trial overview

) /
Ultra-hypofractionated RT Primary endpoint:
42.7 Gy/7 fx, 3 fx/week ;
& No ADT * Failure-free survival®
/ 1200 pts h n=589*
enrolled & >/ Secondary endpoints:

« biochemical failure
(inclusion: July 2005 - Nov 2015) « clinical progression
—* « overall survival

Intermediate- or
high-risk PCa:

r Randomisation 1:1 \l

T1c-T3a + prostate cancer-
PSA SZG(: ng/mL B specific survival
an eason o ti
o Y ) Conventionally fractionated RT t‘t:"e, to start f’f ‘:D(Tj
sician-evaluatie
78.0 Gy/39 fx, 5 fx/week g
No ADT toxicity
0  quality of life
=591 k
k n=591 )
*11 and 9 pts withdrew consent or were ineligible for evaluation in the ultra- * defined as time to biochemical failure, clinical
hypofractionated and conventionally fractionated RT groups, respectively. progression, ADT initiation, or death from prostate cancer

Karlsson et al. ESTRO 2025



Primary endpoint — failure-free survival

100,

== Conventional fractionation
== Ultra-hypofractionation

* Median follow-up time
10.6 years (IQR 9.1-12.9)

N ® ©
© © ©

« Number of primary events
UHF: 178
CF: 205

logrank p=0.12

<)
e

BN
o

« Failure-free survival at 10
years

UHF: 72% (95% Cl 68-76)
CF: 65% (95% Cl 61-69)

Adjusted HR: 0.84 (95% Cl 0.69-1.03)
critical non-inferiority HR limit*: 1.34
- non-inferiority confirmed

Failure-free survival (%)
w o
o o

- N
o O

*non-inferiority margin: 4%

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

Number al risk
hl 5§91 580 558 532 S01 474 439 404 350 309 230 m 125 88 57 39
- 589 569 543 51 489 464 432 410 377 348 266 195 140 87 60 35

Karlsson et al. ESTRO 2025



Late toxicity — cumulative incidence

Cumuilative incidence of GU toxicity (%)

Genitourinary (GU)

100
90
= CF:. GU loxicity grade 22
80 = UHF: GU toxicity grade 22
= CF. GU loxcity grade 23
70 = UHF: GU toxicity grade 23
60
50
40
logrank p = 0.78
30
20
logrank p = 0.62 ey el S
10 a——
» -;.n-..nozwm““"‘““"&“‘
0 -
0 1 2 3 4 85 6 7 8 9 10 11 12 13 14 18
Time from start of radiotherapy (years)
Number ol nek
e 580 542 510 479 451 420 382 346 315 272 207 155 118 79 S51 3 15
o 78 525 476 447 433 400 373 344 316 276 217 186 110 77T 51 24 12
w 500 6§73 550 538 518 490 453 419 381 335 257 195 148 101 69 41 20
o 586 567 536 513 500 477 449 421 301 349 276 197 143 97 66 35 16

Karlsson et al. ESTRO 2025

Cumulative incidence of Gl toxicity (%)

Gastrointestinal (Gl)

100
90
== CF: Gl toxicity grade 22
80 = UHF: Gl toxicity grade 22
= CF:. Glloxicity grade 23

70 = UHF: Gl toxicity grade 23
60
50
40
30
20 logrank p = 0.49

10

logrank p = 0,84
0 . .m----o--..“'.“--v.---hﬁvnhﬂa
0o 1 2 3 4 5§ 6 7 8 9 100 11 12 13 14 15
Time from start of radiotherapy (years)

Number al sk
w 500 562 535 508 482 453 415 381 346 208 228 170 124 81 57 1 17
o 586 555 520 493 474 440 422 400 375 337 262 189 133 o4 61 32 14
= 500 578 566 550 527 408 461 420 392 339 260 201 152 104 71 43 22
w 586 575 540 526 514 400 462 436 407 367 201 200 150 106 69 37 16



HYPO-RT-PC - summary

The ultra-hypofractionation schedule remains non-inferior to conventional
fractionation in terms of tumour control

It may offer greater efficiency than the conventional schedule in the long term

No differences in long-term GU of Gl toxicity were observed

The findings support the 7-fraction ultra-hypofraction schedule as a safe, effective,
and practical standard of care option for intermediate-risk prostate cancer

Karlsson et al. ESTRO 2025



NRG/RTOG 0924 trial - Patient Population

Patients who are most likely to benefit from androgen deprivation therapy and whole-pelvic
radiotherapy, defined as:
a) Having a significant risk of lymph node involvement (e.g. >15%, based on the Roach formula);
b) Being in one of the following risk groups
GS 7-10 + T1c-T2b (palpation) + PSA < 50 ng/ml (includes intermediate and high risk patients);
GS 6 + T2c-T4 (palpation) + PSA < 50 ng/ml OR Gleason score 6 + = 50% biopsies + PSA < 50 ng/ml;
GS 6 + T1c-T2b (palpation) + PSA > 20 ng/ml

Exclusion criteria:
cT3a-b (DRE)

Roach Nodal Risk Formula: (2/3 PSA + (Gleason Score - 6)x10



Biochemical Failure

—— |

NRG/RTOG 0924

10 yr rates 1 7% & 13%, PORT vs WPRT, respectively,

(Logrank test one-sided P=0.045),

HR=0.82 (95% c|: 0.65-1.03)
PORT —
r_/,\_l”] WPRT —

) 3 ' 9 12
Number at risk 0 3 6 2
Amm | 1228 1069 ‘

Arm 2 1245 1071

33
17 26

Figure 3 Cumulative incidence of biochemical failure (death absent bioilmm_i_augm!

competing risk). Blue: PORT (Arm 1 ), Red: WPRT (Arm 2)

Time (years) 2
7557758 2




' +
Prostate Cancer Specific Death — Distant M

NRG/RTOG 0924

Logrank test Oone-sided p=0.52
Causo-Speciﬁc HR=1.04 (95% Cl: 0.73-1.49)

ancer

Logrank test One-sided p=0.83
Cause-‘pecillc HR=1.33 (o5% Cct: 0.73-2.42)

fic Death

Distant Metastasis
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Overall Survival

NRG/RTOG 0924

—_ 1.004
g 0.50
IS 5
0.70
B o
A :
o 050 Logrank test one-sided p=0.54 %"T? : PORT =
v 040 HR=1.01 (95% Ci: 0.85-1.20) WPRT- ===t
eT) 0.301 — ]
> 0204
O 0.10
0.004
0 3 6 9 12
Teone (yours)
Number at nisk
Arm 3 1228 (45) 1116 {(107) 825 {7 255 (25) 34
(49) 1107 (104) 819 @1 248 i) 30

Am 2 1245
Overall survival by treatment arm. Blue: PORT (Arm 1), Red: WPRT (Arm 2)




NRG/RTOG 0924 trial - Summary

Negative trial on 2500 patients testing whole pelvic RT.
OS no difference

PCSM no difference
DM no difference

BCR was not SS different with only 4% difference at 10 years.
Toxicity increased

3 cooperative group trials now negative: GETUGO01, RTOG 9413, RTOG 0924.

1.0

0.8

But POP-RT:

Roach nodal risk of at least 20%.
WPRT showed higher 5-year DFS (89.5% v 77.2)

0.6

04

—— Palvic RT

5-year OS did not appear to differ (92.5% v 90.8). | o e

Disease-Free Survival

HR 0.40 (95% Cl, 0.22 to 0.73)

Distant metastasis-free survival was also higher with WPRT (95.9% v 89.2) SRR r1ELE

No. at risk
WPRT 110 107 105 102 82 66 42 20 10
PORT 112 108 106 99 79 56 39 19 10



Thunder trial: PSMA-PET/CT stage migration in PC

'..'.-'.‘!' Py / 8
éﬂ%buwmm<th> v
'~. . o ...:.“ . E S
‘) Fleur Kleiburg ' Pl: Dr. Piet Ost 2 RS verocyte
- PhD Nuclear Medicine -
I Leiden University Medical Centre,
Leiden, The Netherlands \. '

PSMA PET/CT Stage Migration and Genomic
Classifier Scores in High-Risk Prostate Cancer

Belgium

First-Year Results from the Thunder trial (NCT06282588)

5

Thunder clinical trial

The Thunder trial is supported by Bayer and Veracyte

Kleiburg et al. ESTRO 2025



Multicenter Thunder Phase 2/3 study

Objectives:
Phase 2
De-intensification

[ SOC RT + Darolutamide 2y J Quality of Life
/High-risk PCa\ ( PSMA negative AND

Decipher GC low/
cMO intermediate

Screening
PSA > 20 ng/ml
OR T-stage > 3 PSMA PET/CT

OR Gleason score Decipher GC . SOC RT + ADT
=0 Phase 3 < + Darolutamide 2y
. ification |5 sl
\ N =493 j Intensi 2 metastasis
PSMA positive OR < free survival
Decipher GC high |8 SOCRT + ADT
¥ + Placebo 2y

NCT06282588, currently recruiting, first inclusion 13-12-2023 Introduction

Kleiburg et al. ESTRO 2025




Study aim

Baseline data of patients included in the first year of the THUNDER trial

4 A)) [ 1. Assess stage migration on PSMA PET/CT compared to
~conventional imaging

ék/{ 2. Assess the correlation between Decipher Genomic Classifier
7> scores and PSMA PET/CT findings



Patient characteristics

Very high-risk population

PSMA PET/CT: Decipher Genomic Classifier:

F |Metastatic N =24 (17%)

* Nodalonly N =38 (27%)
e Localised N =80 (56%) N=19 (14%)

0.45

N =69 (52%)

N =38 (29%)

el N =7 (5%)

Median 0.88

0.0

Kleiburg et al. ESTRO 2025



Upstaging with PSMA PET-CT

proPSMA: 14% 5%
100%
Detection rate distant metastases (M1)
80% 60
Conventional imaging
so | [ PsmapeTICT o
o0% < 40
:;\r 9035%)
5
© 30
40% é' 20 2 (20%)
o
6 (13%) 3 (12%)
10 4 (%)
20%
0 (0%) — 0 (0%)
0
1 high-risk feature 2 high-risk features 3 high-risk features 4 high-risk features
n=58 n=48 n=26 n=10

Any upstaging M1 upstaging PSA > 20 ng/ml, T-stage 2 3, Gleason score 2 8, cN1

No W Yes

Kleiburg et al. ESTRO 2025




Decipher GC scores

Extraprostatic disease on PSMA PET/CT

- =
0% - n=6

0% L n=17 ' n=33
(46%) (47%)

70%

Decipher GC > 0.85
— (10-year DM risk of 42%)
over half had negative PSMA PET

Proportion
g

§

g

3

False or true
negative?

10%
VERY
o, HIGH

Decipher GC score s06 Decipher GC score >0.6 Decipher GC score >0.85
(n = 26) and =0.85 (n = 37) (n=70)

miNOMO miN1-2M0 smiMia msmiMib-<c

Kleiburg et al. ESTRO 2025



Thunder - summary

* Very high-risk PCa cohort

« Stratification based on PSMA PET/CT and Decipher GC scores

PSMA PET/CT upstaged
one in three patients

More than double compared to proPSMA

Upstaging increased with number of
risk factors and Decipher GC score




ENZARAD

Eligibility
Localised prostate cancer Enzalutamide 160mg daily for 24 months
High risk of recurrence + LHRHA for 24 months
Suitable for EBRT + RT starting after 16 weeks + brachy + nodal
Stratifi . 19
ratification
Gleas9n sapte &40 Conventional NSAA for 6 months
194 Qisease + LHRHA for 24 months
Ntdisease + RT starting after 16 weeks + brachy + nodal
PSA 220 ng/mL

Brachytherapy boost
Pelvic nodal RT

Study Site 800 participants

Endpoints

Metastasis-free survival (primary)
Overall survival

Cause specific survival

PSA progression free survival
Clinical progression free survival
Castration-resistance

Health related quality of life
Adverse events

Incremental cost-effectiveness



ENZARAD: Primary endpoint: MFS by
conventional imaging

100% A
75% A
&
4
OCJ 50°/o‘
>
W
e
25% -
== Enzalutamide
= Control
0% -
0 12 24 36 48 60 72 84 96 108

Months

Number at risk (number censored)

401(2) 395(4) 392(5) 384(7) 359(12) 334(16) 306(28) 226(93) 117(192) 36 (267)

A'ERL e o] " 13) L9/ (&0 L 50) . 197) “ R

events/N  MEFS 8y

ENZA 98/401 74%
NSAA 109/401 72%

HR = 0.88 (95% Cl 0.67, 1.15)
2p = 0.34 (log-rank test)

Median FU = 8 years




Effects of enzalutamide on OS in prespecified
subgroups

Characteristic Level CTRL ENZA HR (CI) P-Value
n/N n/N Interaction
Regional lymph nodes involvement N1 11/42 6/46 ' 0.46 (0.17 to 1.26)
NO 66/359 63/355 R BB 0.94 (0.67t01.33)  0.16
Pelvic field radiation planned Yes 31/162 18/162 - : 0.53 (0.30 to 0.95)
No 46/239 51/239 —— 1.11 (0.75 to 1.66) 0.04
Very high risk Yes  71/338 61/343 —— 0.81 (0.57 to 1.13)

No 6/63 8/58 > 1.60 (0.55 to 4.65) 0.23



PEACE V - STORM - Salvage Treatment of
OligoRecurrent nodal prostate cancer Metastases

Randomized phase Il trial

MDT: 3 x 10 Gy SBRT or sLND ADT: 6 months
(salvage lymph-node dissection)

Oligo Recurrent PCa,
Normal T level, with

< 5 Pelvic Nodes on
PET imaging

ENRT: 25 x 1.8 Gy + SIB boost ADT: 6 months
sLND + ENRT without boost

Prostate bed radiotherapy was advised in
patients with pT3, GS 2 8 or R1 disease

Zilli et al. ESTRO 2025



Population

Patients N =97 (99 randomized)

@ N=6

85% (52% + 33%)

N =93 (97 randomized)

o
& o

92% (63% + 29%)

o3
%te RP + PB RT

434 ) ~~= High BCR risk group 91% 86%
. , Choline: 19% Choline: 17%
PET imaging PSMA: 81% PSMA: 83%
- L 55% L 62%
e Number of nodes .0 27% L L 24%
- 35 L 18% 3-5 L 14%
Concomitant RT . 0
e to the prostate bed 25% 42%

Zilli et al. ESTRO 2025




Primary endpoint: metastasis-free survival (MFS)

= ENRT == MDT

1.00 1

e 4-year MFS:

+ MDT = 63% [80% Cl: 0.56-0.69]

Metlastasis-Free Survival
o
&

025
R 0.62 (80% C10.44, 0.88). p=0.060"
. TS S £ > * ENRT =76% [80% CI: 0.69-0.81]
0 12 24 P 48 60
i 12.8% [80% CI:3.8-21.8] MFS
Number at risk (number censored) = [ i,
difference between MDT and ENRT
ENRT{ 93 (0) 91 (1) 82 (2) 74 (3) 46 (26) 13(57)
MDT{ 97 (0) 96 (1) 82 (3) 68 (5) 39 (25) 15 (45)
0 12 24 36 48 &0 * The two-sided significance level alpha set ot 0.20
Time (months) and power maintoined at 80%

Zilli et al. ESTRO 2025



Location of relapses

N =97 (99 randomized) N =93 (97 randomized)

:: PSA only 14 (14%) 17 (18%)
L .M | 28 (29%) 7 (8%) \
e Prostate Bed * 10 (10%) 9 (10%)

DISTANT METASTASES 36 (37%) 20 (22%)

L. Mia | 27 (28%) 13 (14%) ‘
& M1b 7 (7%) 6 (6%)

@/]\\% M1c 2 (2%) 1(1%)

*PB-RT associated with a lower risk of PB recurrence: post-hoc analysis: HR 3.01, (80% CI:1.62-5.60, p=0.023)

Zilli et al. ESTRO 2025



GU toxicity

Worst grade GU toxicity during the first 48 mo
with baseline correction CTCAE v 4.0 Grade 2+ GU toxicity
100% —_—
80%
70%

Wy

42% PBRT

- : :
- \‘.l
2 10% ~
5 € 25% PBRT
‘ " [ 4 °
= 02
£ N = < g < > ol o N O
z \‘\‘ \\\ ‘ -‘\\l 'v‘\\ 5 :\\ k‘( v \\CS £ ‘\\\ (\‘\\ £ )“$
- Lo e S & ~& ~ b o
p:O 73 : oP & & & & & & & & &
< : QO ~ © A Q N & Y 9’ 2
\ \ 0 3 o~ ™

MDT ENRT Q

60

WOrse genitour
-
"

50%
40
30
20%
10%
09

o\
o
o
o\
[

)
)
)

= MDT —-9=—ENRT

® Unknown & Baseline not exceeded 8 Grade 1 Grade 2 8 Grade 3

Worst 48-month grade 2+ GU toxicities: MDT vs ENRT (28.1% vs 31.5%)
GU 2+ toxicity was numerically worse with ENRT than with MDT (but no statistically different)
Increased G2+ GU toxicity with the inclusion of the PB (odds ratio 1.85 [95% Cl: 0.95- 3.60%]; p=0.068)

Zilli et al. ESTRO 2025



Gl toxicity

Worst grade Gl toxicity during the first 48 mo

with baseline correction CTCAE v 4.0 Grade 2+ Gl toxicity
100% —— _ 30%
=
90“‘«» :: o
. o
80% =
70% S 20
60% S 15y
50% $ 2
"€ 10
40% s ¥
L
30% :
o > 1 MA:‘:‘
10% - 2 ” . . - " - " -
= : o & & S S R S S
0% p =0.93 ¥ F & & . & g & o g o &
< % & & A& & & & & ¢ 3
MDT ENRT R R S SR R . R R
8 Unknown = Baseline not exceeded @& Grade 1 Grade2 ®Grade3l =MOT B==ENRT

Worst 48-month grade 2+ Gl toxicities: MDT vs ENRT (7.3% vs 8.8%)
Increased G2+ Gl toxicity with the inclusion of the PB (odds ratio 4.6 [95% ClI:1.5 - 15.8%]; p=0.001)

Zilli et al. ESTRO 2025



PEACE V - summary

In oligorecurrent pelvic nodal disease, ENRT improves MFS by 13% and IrRFS by
23% at 4 years compared to MDT

Toxicity and quality-of-life outcomes confirm excellent tolerability and show
comparable results between ENRT and MDT

Irradiation of the prostate bed increased the risk of GU and Gl toxicity but prevents
further local relapses

ENRT is the most effective treatment option for reduction the probability of new
pelvic recurrences and distant metastases, positioning itself as a potential standard
for oligorecurrent nodal disease

Zilli et al. ESTRO 2025



STOPCAP meta-analysis: SOC + RT to the primary

STOPCAP individual patient data meta-analysis

soC

systemic therapy Recruitment Pts. Planned Follow-up Baseline
ADT £ Doce % Abi period included docetaxel survival
, HORRAD (RT) 2004 - 14 328 ADT 0% 9 years 3.2 years
‘ °[p STAMPEDE AvsH (RT) 2013 - 16 2061 Apt  18% 5 years 4.2 years

+ * Doce
— PEACE-1a (RT,noabi) 2013 -18 589 apt  60% 6 years 4.6 years

.-E A * Doce

;. ' PEACE-1b (RT, abi) 2013 - 18 583 ADT+ 61% ‘Gyears  53vyears ]|
g = Abi * Doce
&=

Based on HORRAD 2025 publication dataset containing 328 / 432 (76%) participants

RT to the prostate primary
(70 Gy/35 fx - 55Gy/20fx - 36Gy/6fx - 74 Gy/37fx)

Godolphin P et al. ESMO 2025



Overall effect on overall survival (OS)

STOPCAP individual patient data meta-analysis

Prostate RT Control Hazard ratio %
Trial n/N n/N (95% CI) Weight
1
HORRAD 125/163 136/165 * : 0.85 (0.66, 1.10) 11.72
STAMPEDE Avs H 577/1031 612/1029 —+" 091(0.82,102) 57.80
PEACE-1a 175/293 177/296 : 1* 1.03(0.83,1.27) 17.08
PEACE-1b 138/291 149/292 ‘2 0.88 (0.69, 1.11) 13.40
Overall 1015/1778 1074/1782 <> 0.92 (0.84, 1.00) 100.00 p=0.058
(Het p = 0.664)
T T
Low-volume: HR = 0.79 (0.67-0.93), p=0.005 0.5 1 2
<5 bone mets: HR =0.84 (0.72-0.98), p=0.0030 | Prostate RT better Control better

~8% absolute improvement in 5-year overall survival in patients with low-volume mHSPC and

~5% absolute improvement in patients with < 5 bone metastases~

Godolphin P et al. ESMO 2025



Overall effect on PFS (low vs high volume)

STOPCAP individual patient data meta-analysis

Volume of disease No. Hazard ratio Interaction Hazard %
and Trial pts (95% ClI) ratio (95% Cl) Weight
STAMPEDE Avs H
Low 818 — 0.70 (0.59, 0.84)
High 1120 —"‘ 1.05(0.92, 1.19) T 149(1.19,186) 6217
PEACE-1a
Low 253 S — 1.05(0.78, 1.41)
High 336 - 0.91(0.72, 1.14) . ) RS 0.87 (0.59,1.26) 21.60
PEACE-1b
Low 252 S — 0.64 (0.45, 0.90) ,
High 331 e e 0.89 (0.68, 1.17) —T—*—> 140(0.90,2.17) 16.23
Overall
Low < 0.76 (0.66, 0.87) ’
High <> 0.99 (0.89, 1.10) —e—  1.31(1.10,1.57) 100.00 Pp=0.002
0.5 1 2 0.5 1 2
Prostate RT better Control better

Greater effect of Prostate RT Greater effect of Prostate RT
with high volume with low volume

Similar for OS: Int HR 1.31 (1.07, 1.60), p=0.009

Greatest benefit in PFS observed in men with low-volume disease

Godolphin P et al. ESMO 2025



Effect on severe urinary events

PEACE-1 Overall population

Patsents with low volwrne
metastati dncate

Overall study populaton

Radiotherapy + SOC SV st SRS M
7 SOC
7 Log-rank test; p=
1 1 L] 1 1 1 1
0 1 3 4 §
Table 2 Senioum genitourinary events in patients with avalable data
458 (0) 41 50 (63)290 (106)235 (144)152 (216)84 (275) 37 (320)
451(0) 406 (23) 346 (71) 292 (116)246 (157)172 (226)90 (306) 4 5-year cumulative incidence plot of intervention for Upper Urinary Tract Obstruction (UUTU)
according to treatment
Low-volume High-volume
.sot-oua\ 027106 'wt‘.»:-" PN ( )
: | i
STAMPEDE arm H £
| ,

P s s e vi oot (W)
. . " .

HORRAD Overall population

Radiotherapy + SOC

SOC

Ve b diagm s ()

Local RT prevents serious GU events, irrespectively of the disease burden (low- vs high-volume)

Bossi A et al. Lancet 2024; Jones et al. ESMO 2023; Bouvé M et al. Eur Urol 2025



MDT in Addition to Standard Systemic Therapy in
Oligometastatic CRPC: A Randomized Phase Il Trial (GROUQ-PCS 9)

PCS-9 Study Design

Patient population
* 1L mCRPC
« 1-5 melastases

+ Docetaxel allowed at
Key secondary endpoint
mHSPC stage =i 7

+ No prior NHAs : « Biochemical Progression Free survival of
« Ongoing ADT death (bPFS)

« ECOG 0-1 Time to subsequent therapy
Health-related quality of life

Stratification factors
« Site of distant metastases Safely and tolerability

*» Number of mets <4 vs 44 Overall survival




PCS-9 study

PCS-9 Primary endpoint: rPFS by investigator- assessment

92% risk reduction of radiological progression or death with SBRT

(n=48)
Events, n (%) 30 (62.5) 19 (36.5)

Median rPFS

46 2.3
(years)

0.48 (0.27-0.86);

HR (95% CI) P=0.014

]
3
'd
&
E
§
~
w
-
=
=
=
5:
-
=
2
-
r
@

Erca +LHFRH Enza +LHRH + SBRY - -
- Pre-specified 2-sided alpha: 0.05

L ' !
0 1 2 3 4

9':§ros$-3'\ (yoars)
‘-‘m' sty . >
Ercs +LHRH 48 a7 20 13 10 » Median rPFS improvement of 2.3 YEARS
Enze +LMRH + SBRT 62 : 33 22 18 - favors SBRT + Enzalutamide + ADT




Trials in mMCRPC in Belgium

Medcare 3

mCRPC mCRPC patient with
patientwith oligoprogressive
controlled lesions (black dots)
metastases

(white dots)

Systemic therapy ] "N

/ [ alone FU
Randomisation Primary endpoint: overall
1:1 survival
\ . o
Progression- —
directed therapy
— lutami i
Peace VIII Darolutamide :
- Castration-resistant prostate cancer ARM A :
1
- 51-5 rrjetastas?s on furllctim:lel Disease
imaging (choline/fluciclovine or R .
PSMA-PET) — 1:1 progression or
_ death
- No previous treatment for CRPC ARM B 1
- Prior treatment of localized - . :
prostate cancer with curative intent Stereotactic body radiation i
' v

Peace VIII

Darolutamide

therapy (1 week) +

C Commowasionwithaor



Nivolumab plus chemoradiotherapy in patients
with muscle-invasive bladder cancer

Nivolumab Plus Chemoradiotherapy in Patients With nmMIBC Not Undergoing Cystectomy

Patients with nmMIBC, not Protocol treatment must begin within 8 weeks following TURB-T
candidates for radical
cystectomy
Arm 1 ChemoRT" for 6 or 7 weeks
Key Eligibility: CDDP 20mg d1-d5, d22-d25 or
. Treatment naive MIBC 40mg/m?/week x6
. cT2-T4aNOMO
. Urothelial, squamous, Nivolumab 240mg q14 IV x5, starting 14
glandular histology days prior to ChemoRT, then 480mg q28 x6
*  GFRz 40ml/min +
. PS< 1 Arm 2 ChemoRT* for 6 or 7 weeks

CDDP 20mg d1-d5, d22-d25 or
40mg/m?/week x 6

Previously undergone a

vigorous TURBT. *RT details:
*  3DCRT or IMRT
*« Whole bladder 60 Gy, boost 10 Gy (2 Gy/fraction)
ESTRO I After median fup of 33 months, (95% Cl 29.4-38.3) I
LOZS :

Results of a phase Il, randomized study by the HGUCG. Kougioumtzopoulou et al. ESTRO 2025



Locoregional Relapse Free Survival

Primary endpoint:LRFR at 2 years

100+
S Median 2-y free
75- _\jkﬁ_‘j (95% Cl) (95% Cl)

:
g RT+CDDP
= — am =1
%’ 50+ 3 — am =2 60.8%
: S 41.9
- (39.6-76.6)
55 RT+CDDP+Nivolumab
=
Y e 72.3%
‘g 0 6 12 18 24 30 36 42 48 NR
PR time from randomization date in months (5 4.7%-84.1 %)

am=1 39 (1) 35 (5) 21 (2) 17 (3) 14 (1) 6 (0) 3 (v) O (O) O
am=2 38 (1) 36 (4) 31 (4) 27 (1) 25 (2) 19 (0) 13 (0) 8 (0) 4

i



Bladder cancer failure-free survival

100- Median 2-y free
ﬂ:;\x\_\j (95% CI) (95% Cl)
75+ \H
=

RT+CDDP

s0- Ms — s 19.9 43.4%
. (11.7-36.7)

probability of Relapse Free Survival (%)

= 1 (26.6%-59%
RT+CDDP+Nivolumab
0.00-
St G T B % % @ % o NR 70.3%
time from randomization date in months

Number at risk (52. 8%'82. 3%)

am=1 39 (4) M (9) 21 (3) 16 4) 14 (1) 6 () 2 (1) 0O O) O (O) O

am=2 38 (0) 37 (5) 32 (5) 27 (1) 25 (2) 19 (0) '3 (0) B (0) 4 (O) 1

lESTE
025

Kougioumtzopoulou et al, ESTRO 2025




Overal survival

100
3
S 1
2
- |
w p—
T N
2 50+
o
S
2
¥ 25
©
g
Q
0.00

T T L T T T

0 6 12 18 24 30 36 42 48 54

time from randomization date in months
Number at risk

am=1 30 (0) 38 (8) 30 (4) 26 (3) 23 (3) 10 (0) 4 (0) 1 (0) O (0) O
ESTRO
025

arm=2 38 (0) 38 (1) 37 (4) 33 (0) 33 (1) 26 (1) 17 (1) 9 (O) 5 (0) 1
Kougioumtzopoulou et al, ESTRO 2025

Median 2-y free
(95% Cl) (95% ClI)

i RT+CDDP
= am=g 60.5%
NR
(43.3%-74%)
RT+CDDP+Nivolumab
86.8%
NR
(71.2%-94.3%)



Toxicity

Patients’ worst AE Grade

B 4 DN

Patients without AEs were more frequent in
Arm 1 than in Arm 2: 17 (43.6%) vs 7

No AE 17 (43.6) 7(18.4) (18.4%), p=.017.
There was no difference in the frequency
Grade 1 7(18) 8 (21.1) of Grade > 3 between the two arms:
10 (25.6%) vs. 14 (36.8%), p=.29
Grade 2 5 (12.8) 9(23.7)
Grade 3 S (12.8) 11 (29) *Three patients died during study
treatment. No death was treatment-
Grade 4 AU £ 0i%) related: 1 due to covid infection and 2 due
Grade 5* 2 (5.1) 1(2.6) to disease progression.
ESTRO
025

Kougioumtzopoulou et al, ESTRO 2025



Bladder Adjuvant Radiotherapy (BART): Clinical
Outcomes from a Phase lll Multicenter RCT

. 9 ANMS Rishiash

N |
W PR Standard Arm
and ACTREC, Mumbai . m”m R '
, . P o Observation
'High-risk’ MIBC '; Stratification Primary EP
- Pl | 2-yr LRFS
Post radical cystectomy | = 0 +  Chemotherapy (Neoadjuvant
vs adjuvant vs none =
and chemotherapy M : ) N =153
I D
« >pT3 S Test Arm
: %’ff B Adjuvant RT
« LN<10 50.4Gy/28# to pelvic

- Downstaged with NACT | nodes and cystectomy bed |



Bladder Adjuvant Radiotherapy (BART)

Assessed for eligibility (n=250)

Randomized (n=153)

v

Excluded (n=97)
» Not meeting inclusion
» Declined to participate
+ Other reasons

A

Radiotherapy (RT) = 77

Intention to treat
(Primary EP)

» Refused/defaulted RT = 8
—| » Progressed before RT = 4
» Post op complications = 2

v

Observation = 76

v

Analysed for outcomes = 63

( Per protocol ]
(secondary EPs)

y

Analysed for outcomes = 90




Bladder Adjuvant Radiotherapy (BART)

Observation RT
No isolated LRR with RT

Cystectomy

L e
3%

Distant 5.5% Distant Regional Cystectomy

3% bed

18 Yo 240/0 6% 2%

5.5%
7% LRR: 25% vs 8%
Regional

DM 30% vs 32%



Bladder Adjuvant Radiotherapy (BART)

Locoregional Recurrence-free Survival

1.0 | 191 *1
5 By
i e D ++ + e
0.8 : oa ‘\-LI\\\\.;;\ ' I
06 E % 06 H—LIL.“\ .
. 2y 87.1% vs 76.0% 2 RS i T R B
o . HR 0.43 (95% C1 0.20 - 0.96) g ol e —
. P=0.04 2y 70.4% vs 57.4%
; - HR 0.78 (95% CI 0.49 - 1.26)
0.2 E —_ AT 0.21 p - 0'31 i &t
: — Obs : — ObS
0.0 E 0.0 I
0 6 12 18 2 30 36 42 48 54 60 0 s 12 18 24 ¥ > Q a8 w 80
No. at risk Follow up (Months) No. af risk Follow up (Months)
RT 77 7 49 38 3 30 25 20 16 13 12 AT 63 61 54 4 35 3 25 21 18 13 12

Obs 76 58 e 37 32 25 22 18 12 10 10 Obs &0 80 68 54 &7 36 r» 26 20 15 13



Long-Term Follow-up from the International
Multicenter Phase Il Trial SAKK 01/10

Single-Dose Carboplatin and Involved-Node Radiotherapy for Seminoma Stage
[IA/B:

Design

2012-2018, 20 centers in Switzerland & Germany + SAKK I / g@#;gm @ i

single arm, phase Il therapy optimization trial
n = 116, median age: 40 (range 22 - 68)
l1A: 46 patients, |IB: 70 patients; median lymph node size 2.5 cm (IQR 1.5-3.3cm)

seminoma 1x Carboplatin IELEESN  involved-node radiotherapy

stage IIA/B l1A: 30 Gy, I1B: 36 Gy




SAKK 01/10: update —follow-up time: 8,1 years

Progression-free survival (%)

0.75 -
overall 10-y PFS: 92.8%
0.5 - (95% CI [86.1%, 96.3%])
- no further events since
primary analysis in 2021
0 1T T T T T 7T

0 1 2 3 4 5 6 7 8 9
# at risk Time from registration (years)

116 111 106 103 98 93 88 75 44 30 19 4 1

T T T 1
10 11 12 13

0

1— 4 4 £ i
9
g 0.75 0
< stage lIA: 95.2% (s5% ci(52.2%, 98.8%)
)]
. 0
& 05 stage IIB: 91.3% (5% ci(s1.6%, 96.0%)
S
:
‘8-, 0.25 -
& — 1A
— JIB
0 T 1 T 1 T T & T ° I 17
0 1 2 3 4 5 6 7 8 9 10 11 12 13
# at risk Time from registration (years)
A 46 44 41 39 36 36 34 31 18 11 S5 2 1 0
B 70 67 65 64 62 57 54 44 26 19 14 2 0 O



SAKK 01/10 in guidelines

Nati |
I Comprenensive NCCN Guidelines Version 2.2025
NCCN R Testicular Cancer - Pure Seminoma

Network®
CLINICAL PRIMARY TREATMENT! FOLLOW-UP RECURRENCE
STAGE
RT! to include para-aortic and ipsilateral iliac See Follow-up for Seminoma,
szph n)odes to a dose of 30 Gy (1-2cm) or 36 Gy — Table 3 (TEST-A 2 of 3) ”
cm
or
First-line chemotherapy®: i For recurrence, treat
<3cm" -+ |BEPY for 3 cycles or @3 for 4 cycles - '?::l: c;ll(%wgsu_’;: ;orz stoam)lnoma. " |according to oxtor:,t of
or See Follow-up for Seminoma, disease at relapse
Nerve-sparing RPLND'““* (category 2B for 2-3 cm) —+» Table 4 (TEST-A 2 of 3) or —y
or 5 (TEST-A 3 of 3)
Xy » See Follow-up for Seminoma,
Stageh arboplatin + RT*Y (category 2B Table 3 (TEST-A 2 of 2) —
nans"™9

First-line chemotherapy®: See Follow-up for Seminoma,

3-5cm IBEP“ for 3 cycles or EP for 4 cycles Table 6 (TEST-A 3 of 3)

. d «Late toxicities should be considered as current studies only extend out to 3 years»



SAKK 01/10: update on second primary tumors

4 patients with a contralateral stage | germ cell tumor
* 4 patients with other second primary tumors

Already reported — median FU: 4.5 years |Update - median FU: 8.1 years
2x contralateral GCT 2x contralateral GCT

1x renal cancer (58 y.0. 1x urothelial cancer of the bladder and
¥-0: 1x incidental prostate cancer (52 y.o.)

1x cholangiocarcinoma (67 y.0.) x 1x basal cell carcinoma (63 y.0.)



Take home messages — prostate cancer

Hypo-RT-PC phase 3 trial: support ultra-hypofraction as a safe, effective, and
practical standard of care option for intermediate-risk prostate cancer

RTOG 0924 trial: Goodbye WPRT

Thunder trial: Use PSMA-PET-CT in staging for high risk prostate cancer (PSA >
20, Gl 8-10, cT3-4, N1) — upstaging in 1/3

Enzarad: limited effect of adding enzalutamide in high risk, localized prostate
cancer on MFS.

PEACE V-STORM: potential standard for oligorecurrent nodal disease

STOPCAP meta-analysis: Local radiotherapy to the prostate improved PFS and
showed an OS trend in men with low metastatic burden.

GROUQ-PCS 9: MDT using SBRT should strongly be considered for CRPC
patients with oligometastases



Take home messages — bladder and testicular can

BART: adjuvant radiotherapy improved locoregional failure-free survival, trend for
improved OS

TMT + nivolumab: less distant metastases, better OS, well tolerated. Not
reimbursed in this setting, but reimbursed as adjuvant therapy after cystectomy.

SAKK 01/10: de-escalation approach in patients with stage Il seminoma.
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