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* PSMA-PET/CT stage migration in PC: Thunder trial
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PSMA PET/CT Stage Migration and Genomic
Classifier Scores in High-Risk Prostate Cancer

First-Year Results from the Thunder trial (NCT06282588)
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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 ] Quality of Life

/ S PSMA negative AND
High-risk PCa\ ( Decipher GC low/

cMO intermediate

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

OR Gleason score Decipher GC i SOC RT + ADT
> S ORI Phase 3 = + Darolutamide 2y
= Intensification |5 P/, FEY
K N =493 / 2 metastasis
PSMA positive OR = free survival
Decipher GC high |2 SOC RT + ADT
o + Placebo 2y

NCT06282588, currently recruiting, first inclusion 13-12-2023 LpldgelelVaalely
- Kleiburg et al, ESTRO 2025 6



Study aim

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

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

/4
%
7

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

£
\

&

, Kleiburg et al, ESTRO 2025



Patient characteristics

Very high-risk population

PSMA PET/CT: Decipher Genomic Classifier:

* Nodalonly N =38 (27%) g N =38 (29%)

0.60

e Localised N =80 (56%) N =19 (14%)

0.45

Bl 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 5 (50%)
60% -
S 40 9 (35%)
&
',g 30
40% 8— " 2 (20%)
o
6 (13%) 3 (12%)
10 4 (7%)
20%
0 (0%) m 0 (0%)
0
1 high-risk feature 2 high-risk features 3 high-risk features 4 high-risk features
0% n=>58 n=48 n=26 n=10
(+]
Any upstagin M1 upstagin
y Upstaging pstaging PSA > 20 ng/ml, T-stage > 3, Gleason score 2 8, cN1
No M Yes
Results
- Kleiburg et al, ESTRO 2025 9




Decipher GC scores

Extraprostatic disease on PSMA PET/CT

100%

90%

80%

70%

Proportion

30%

20%

10%

0%

(23%)

L n=17
(46%)

LOW HIGH

VERY
HIGH

—

n=33
(47%)

—

Decipher GC score =<0.6 Decipher GC score >0.6 Decipher GC score >0.85

(n = 26) and =0.85 (n = 37)

miNOMO miN1-2M0 mmiM1a mmiM1b-c

(n=70)

Kleiburg et al, ESTRO 2025

over half had negative PSMA PET

Decipher GC > 0.85
(10-year DM risk of 42%)

/
-

False or true
negative?

10




In 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

Kleiburg et al, ESTRO 2025
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Prostate SBRT: Hypo-RT-PC phase 3 trial
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Per Nilsson', Adalsteinn Gunnlaugsson’, Lars Beckman?, Anders Widmark?, Per Fransson?,
Morten Hoyer?, Magnus Lagerlund?®, Jon Kindblom®, Bengt Johansson’, Kirsten Bjornlinger?,
Claes Ginman®, Martha Olsson'®, Mans Agrup'’, Elisabeth Kjellén', Bjorn Zackrisson?,
Harald Anderson’, Bjorn Tavelin?, Lars Franzén?, Camilla Thellenberg Karlsson’

Ultra-hypofractionated radiotherapy for localised
prostate cancer:

10-year outcomes of the HYPO-RT-PC phase 3 trial

'Skane University Hospital, Lund University, Lund, Sweden. 2Sundsvall Hospital,
Sundsvall, Sweden. 3Umea University, Umea, Sweden. “Aarhus University Hospital,
Denmark. Kalmar Hospital, Kalmar, Sweden. ¢Sahlgrenska Academy, Goteborg,
Sweden. 7Orebro University Hospital, Orebro, Sweden. 8Ryhov Hospital, Jonkdping,
Sweden. °Central Hospital, Karlstad, Sweden. '°Central Hospital, Vaxjo, Sweden.
"Linkoping University Hospital, Linkoping, Sweden.

Karlsson et al, ESTRO 2025
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HYPO-RT-PC trial overview

, )
Ultra-hypofractionated RT Primary endpoint:
42.7 Gy/7 fx, 3 fx/week '
( \ Y No ADT * Failure-free survival*
1200 pts =589*
enrollF:ad . k 4 Secondary endpoints:

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

« prostate cancer-
specific survival

Conventionally fractionated RT * time to start of ADT
physician-evaluated
78.0 Gy/39 fx, 5 fx/week

Intermediate- or
high-risk PCa:

T1c-T3a
PSA <20 ng/mL

\ any Gleason /

r Randomisation 1:1 \1
\

toxicity
No ADT « quality of life
\ n=591* y k
*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 14



Primary endpoint — failure-free survival

« Median follow-up time 10
10.6 years (IQR 9.1-12.9) 901
80
 Number of primary events & 70;
UHF: 178 £ &
CF: 205 -
s 50
ki
« Failure-free survival at 10 g 401
years 5 30
UHF: 72% (95% Cl 68-76) -
CF: 65% (95% Cl 61-69)
10
0

== Conventional fractionation
== Ultra-hypofractionation

logrank p=0.12 x\_\_“_t

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

*non-inferiority margin: 4%

0

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

Number at risk

591 580 558 532 501 474 439 404 350 309 230 171 125 88 57 39
589 569 543 511 489 464 432 410 377 348 266 195 140 87 60 35

Karlsson et al, ESTRO 2025

15



Cumulative incidence of GU toxicity (%)

Late toxicity — cumulative incidence

Genitourinary (GU)

1004
90+
— CF: GU toxicity grade 22
80+ ~ UHF: GU toxicity grade 22
= CF: GU toxicity grade 23
70 - UHF: GU toxicity grade 23
60+
50+
40+
logrank p = 0.78

30+
20+

10- Iogrankp=0.63-“‘_-'__’““‘_'
0 -.1.-5“-------1.-.1.::.5‘--.--

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15

Time from start of radiotherapy (years)

Number at risk
== 580 542 510 479 451 420 382 346 315 272 207 155 118 79 51 31 15
== 578 525 476 447 433 400 373 344 316 276 217 156 110 77 51 24 12
== 500 573 559 538 518 490 453 419 381 335 257 195 148 101 69 41 20
== 586 567 536 513 500 477 449 421 391 349 276 197 143 97 66 35 16

Cumulative incidence of Gl toxicity (%)

Gastrointestinal (Gl)

100,
901
— CF: Gl toxicity grade 22
80+ = UHF: Gl toxicity grade 22
= CF: Gl toxicity grade 23
707 = UHF: Gl toxicity grade 23
601
501
401
301
20+ logrank p = 0.49
10+
i logrank p = 0.84
O' — -r—-———--'--“““s““‘-““‘

Karlsson et al, ESTRO 2025

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

Number at risk
590 562 535 508 482 453 415 381 346 298 228 170 124 81 57 31 17
586 555 520 493 474 449 422 400 375 331 262 189 133 94 61 32 14
500 578 566 550 527 498 461 429 392 339 260 201 152 104 71 43 22
586 575 549 526 514 490 462 436 407 367 291 209 150 106 69 37 16
16



Conclusion

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

* |t may offer greater efficiency than the conventional schedule in the long term
* No differences in long-term GU or Gl toxicity were observed

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

_ Karlsson et al, ESTRO 2025 17
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* Focal boosting in prostate RT: FLAME phase 3 trial
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Karolina Menne Guricova, C. Draulans, F.J. Pos, L.G.W. Kerkmeijer,
E.M. Monninkhof, R.J. Smeenk, M. Kunze-Busch, J.C.J. de Boer, /
J. van der Voort van der Zyp, K. Haustermans, U.A. van der Heide 0

Focal boost to the intraprostatic tumor for
intermediate and high risk prostate cancer:
10-year results of the FLAME-trial

NETHERLANDS

2\
INCSAT\#S?E “7 LEUVEN | Radboudumc

OOOOOOOOOOOOOOO

Menne Guricova et al, ESTRO 2025
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FLAME trial hypothesis

Does dose escalation at the location
of intraprostatic lesion(s) improve 5-year
biochemical disease-free survival (bDFS)

without increasing toxicity?

bDFS 85% vs. 92% at 5 years
+ no additional toxicity

Long term follow-up at 10 years?

Kerkmeijer et al., JCO 2021

- Menne Guricova et al, ESTRO 2025 20



Biochemical disease-free survival

1.00 e ——
M
g 0.75 NW 8
Qo
S
£ 0.50 - sr) .
g (@) ra—en
: 0.25 = .
e ; p < 0.0001 =9 o \
|/= & 3
0.00 ) ) ) ) ) , v v .8 o %
0 1 2 3 4 5 6 7 8 9 10 aw®
Time in years b é =
N at risk (cumulative events) s Iz
Standard{ 276 (0) 272(3) 260 (11) 246 (18) 228 (27) 205(39) 180 (50) 155 (60) 133 (65) 109 (68) 53 (69) 8 8 o
Focal boost{ 281(0) 278(1) 272(3) 260(9) 244 (12) 220(22) 204 (26) 178 (28) 160(30) 129(32) 66 (33) En -
0 1 2 3 4 5 6 7 8 9 10 .
Time in years
o
Cumulative censoring
Standard: 0 1 = 12 21 32 46 61 78 99 154 70 15 80 85 90 95
Focal boost 0 2 6 12 25 39 51 75 91 120 182
0 1 2 3 4 5 6 7 8 9 10 GTV D98% [Gy]

Time in years

- Menne Guricova et al, ESTRO 2025 21



Distant metastases-free survival (DMFS)

[T
-+ Standard ~+ Focal boost 83% vs. 87% at 10 years ZM =
- HR 0.72 (0.45-1.15)
o 0.75
=
o
c
.g 0.50
g 2
- 0.25-
a = —
p=0.17 =
= o
0.00 o« E =
0 1 2 3 4 5 6 7 8 9 10 g:
Time in years 2 = Q
N at risk (cumulative events) % :_,-3
Standard«i 276 (0) 272(3) 260 (10) 246 (15) 228 (24) 205 (32) 180 (35) 155 (38) 133 (40) 109 (41) 53 (41) ) § .
Focal boost{ 281(0) 278(1) 272(3) 260(9) 244 (12) 220(21) 204 (25) 178(28) 160 (30) 129 (31) 66 (31) L < °\
0 1 2 3 4 5 6 7 8 9 10 - g
Time in years % 2 o
Cumulative censoring T8 -
- )
Standard: 0 1 6 15 24 39 61 83 103 126 182 & % .
Focal boost: © 2 6 12 25 40 52 75 91 121 184
0 1 2 3 4 5 6 7 8 9 10 =
Time in years 70 75 80 85 90 95

GTV D98% [Gy]

- Menne Guricova et al, ESTRO 2025 22



Conclusion

7
4

A significant difference in bDFS between trial arms (15% at 10 years)
demonstrates the benefit of focal boosting in patients with intermediate-
and high-risk prostate cancer.

Although Kaplan-Meier analysis did not reveal a significant difference in DMFS
between trial arms, the dose-effect curve suggests a possible association
between dose and distant metastatic failure.

- Menne Guricova et al, ESTRO 2025 23
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trial



PEACE V — STORM - Salvage Treatment
of OligoRecurrent nodal prostate cancer
Metastases, a randomized phase |l trial:
report of the primary endpoint

Thomas Zilli — Oncology Institute of Southern Switzerland,
EOC, Bellinzona, Switzerland
— Geneva University Hospital, Geneva,
Switzerland (previous institution)

Piet Ost — Iridium Network, Antwerp, Belgium
— Ghent university, Ghent Belgium

and the PEACE-V - STORM investigators

Zilli et al, ESTRO 2025



PEACE-V - STORM 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

Median follow-up: 50 months (IQR 42-58)

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

Prostate bed radiotherapy was advised in
atients with pT3, GS > 8 or R1 disease

Zilli et al, ESTRO 2025 26



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

£

L)

& Y
.
Il
(@)

w7,
% T e RP + PB RT 85% (52% + 33%) 92% (63% + 29%)

e sV High BCR risk group 91% 86%
' : ” _ _ Choline: 19% Choline: 17%
4y PETimaging PSMA: 81% PSMA: 83%
o T 55% T 62%
] Number of nodes & & 27% L L 24%
M 3-5 (. 18% 35 14%

Concomitant RT . .
e to the prostate bed 25% 42%

Zilli et al, ESTRO 2025




Results: metastasis-free survival (MFS) — primary endpoint

== ENRT == MDT

1.001

0.751

0.501

Metastasis-Free Survival

HR 0.62 (80% CI 0.44, 0.86); p=0.060*

0.001

0 12 24 36 48 60
Time (months)
Number at risk (number censored)
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 60

Time (months)

Zilli et al, ESTRO 2025

4-year MFS:
* MDT =63%[80% CI: 0.56-0.69]

* ENRT =76% [80% CI: 0.69-0.81]

12.8% [80% CI:3.8-21.8] MFS
difference between MDT and ENRT

* The two-sided significance level alpha set at 0.20
and power maintained at 80%

28



Location of relapses

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

‘ PSA only 14 (14%) 17 (18%)

q
L 28 (29%) 7 (8%)
O Prostate Bed * 10 (10%) 9 (10%)

DISTANT METASTASES 36 (37%) 20 (22%)
L M1a 27 (28%) 13 (14%)
% M1b 7 (7%) 6 (6%)

@J)\g Mic 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



Results: subsequent management therapy

N =97 (99 randomized)

\éx .d
\’ ey’
S

N =93 (97 randomized)

-

%&6 22 (23%)

17 (18%)

O?O 6 (6%)

3 (3%)

4 *N =21 SBRT + ADT: N = 16 SBRT only
Zilli et al, ESTRO 2025
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Genitourinary toxicity

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

Worst grade GU toxicity during the first 48 mo

with baseline correction CTCAE v 4.0 Grade 2+ GU toxicity
— ) — B
=
£ 25%
=] 0
2 20% 42% PBRT
&
8 15%
2 » 10%
v
5E 25% PBRT
Ea 5%
g 0%
% Q}\& 00*(\6 O&‘\@ 0§9 O(§@ oﬁ\@% O(\(@ 0§9 o(\\(\ro O(i\(\%
— ® 2
p=0.73 5 F oF & 4F oF %v@ 09@ ng@ a2 of
©
MDT ENRT -

—&—MDT ——ENRT

m Unknown mBaseline not exceeded m Grade 1 = Grade 2 m 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
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Gastrointestinal toxicity

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

®m Unknown ™ Baseline not exceeded ™ Grade 1l Grade2 W Grade3

Worst grade Gl toxicity during the first 48 mo
with baseline correction CTCAE v 4.0 Grade 2+ Gl toxicity

e 30%
25%
20%
15%

£ 10%

p=0.93

Patients with grade 2 or worse gastrointestinal
even

MDT ENRT
—8— VDT —@—ENRT

5%
0% M@Ac:m

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% Cl:1.5 — 15.8%]; p=0.001)

Zilli et al, ESTRO 2025
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Conclusions

* 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 increases the risk of GU and GI toxicity but
prevents further local relapses

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

Zilli et al, ESTRO 2025



THE LANCET Oncology I

Salvage metastasis-directed therapy versus elective nodal
radiotherapy for oligorecurrent nodal prostate cancer
metastases (PEACE V-STORM): a phase 2, open-label,
randomised controlled trial

Piet Ost, Shankar Siva, Sigmund Brabrand, Piet Dirix, Nick Liefhooghe, Frangois-Xavier Otte, Alfonso Gomez-Iturriaga, Wouter Everaerts,
Mohamed Shelan, Antonio Conde-Moreno, Fernando Lopez Campos, Alexandros Papachristofilou, Matthias Guckenberger, Marta Scorsetti,
Almudena Zapatero, Ana-Elena Villafranca Iturre, Clara Eito, Felipe Coufiago, Paolo Muto, Wim Duthoy, Nicolas Mach, Valérie Fonteyne,
Daniel Moon, Kristian Thon, Carole Mercier, Vérane Achard, Karin Stellamans, Els Goetghebeur, Dries Reynders, Thomas Zilli

Lancet Oncol 2025; published online first May 5. S1470-2045(25)00197-4

THE LANCET Oncology
Zilli et al, ESTRO 2025 34
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* Nivolumab + RCT in bladder cancer: HGUCG randomized phase 2 trial



Nivolumab plus chemoradiotherapy in = =
patients with muscle-invasive bladder: final

results of a phase Il, randomized study by
the HGUCG (NCT03993249).

A. Kougioumtzopoulou', K. Koutsoukos?, R. Zakopoulou?, K. Tzannis*, A. Kyriazoglou®, A. Damatopoulou®, M. Liontos’, M.
Pispirigkou®, K. Ntoumas®, K. Stravodimos'?, D. Mitropoulos'?, A. Dellis'', A. Papatsoris'2, M. Chrisofos'?, D. Kardamakis'4, A.
Zygogianni'®, Z. Liakouli®, G. Pissakas®, A. Bamias'é, V. Kouloulias'’

Dept. of Clinical Radiation Oncology, Attikon University Hospital, Haidari, Greece, ?2nd Oncology Clinic, Metropolitan Hospital, Athens, Greece, *Oncology unit, Attikon University
Hospital, Haidari, Greece, “National and Kapodistrian University of Athens, Attikon University Hospital, 2nd Propaedeutic Department of Internal Medicine, Athens, Greece, Oncology
Unit, Attikon University Hospital, Haidari, Greece, ‘Radiotherapy Department, General Hospital of Athens Alexandra, Athens, Greece, Athens, Greece, Oncology Unit, Department of
Clinical Therapeutics, Alexandra Hospital, Athens, Greece, %Oncology Department, University Hospital Patras, Patras, Greece, “Department of Urology, General Hospital of Athens G.N.A.
G. Gennimatas, Athens, Greece, '°1st Department of Urology, National & Kapodistrian University of Athens, Laiko Hospital, Athens, Greece, ''Department of Surgery, School of Medicine,
Aretaieion Hospital, National ai distrian University of Athens, Athens, Greece, Athens, Greece, '22nd De | ogy, School of Medicine, Sis tal, National
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Study Design (NCT03993249)

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 Primary endpoint
CDDP 20mg d1-d5, d22-d25 or + LRFR at 2 years

Key Eligibility:
40mg/m?/week x6 Secondary endpoints

Treatment naive MIBC

. cT2-T4aNOMO ) : + Toxicity

«  Urothelial, squamous, Nivolumab 240mg q14 IV x5, starting 14 + BCFFS at 2 years
glandular histology days prior to ChemoRT, then 480mg q28 x6 SOt

. GFR2= 40ml/min X * QLQ

. PS< 1 Arm 2 ChemoRT™ for 6 or 7 weeks « PD-L1 expression

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

Previously undergone a
vigorous TURBT.

.EST@
025

‘\

*RT details:
*  3DCRT or IMRT
+  Whole bladder 60 Gy, boost 10 Gy (2 Gy/fraction)

After median fup of 33 months, (95% Cl| 29.4-38.3)

Kougioumtzopoulou et al, ESTRO 2025 37
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Primary endpoint:LRFR at 2 years

& 100-

®

2

S

= |

w

g 75-

L

o —\_‘

172

& — =1
g 50 = aixa
T p= .31

-

S

oD

o

S 25

fe)

©

=

2 0.00-

o 1 T L] | 1 | ] T Ll T
S 0 6 12 18 24 30 36 42 48
Q

time from randomization date in months
Number at risk

aim=1 39 (1) 35 (5) 21 (2) 17 (3) 14 (1) 6 (0) 3 (1) 0 (0) ©
ESTRO
025

arm=2 38 (1) 36 (4) 31 (4) 27 (1) 25 (2) 19 (0) 13 (0) 8 (0) 4

Kougioumtzopoulou et al, ESTRO 2025

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

RT+CDDP
60.8%
41.9
(39.6-76.6)
RT+CDDP+Nivolumab
72.3%
NR
(54.7%-84.1%)

&roored
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Efficacy

Bladder cancer failure-free survival

F | Median 2-y free
.“;‘_’ (95% Cl) (95% Cl)
u:) 75+
2 RT+CDDP
- I p=.005 il 19.9 43.4%
E . (11.7-36.7) (26.6%-59%
; = RT+CDDP+Nivolumab
S 0,004 o
S S S S PR Y N N 70.3%
time from randomization date in months NR
Number at risk (52. 8%'82. 3%)

am=1 39 (4) 34 (9) 21 (3) 18 (4) 14 (1) 6 (1) 2 (1) 0 (0) O (©) O
arm=2 38 (0) 37 (5) 32 (5) 27 (1) 25 (2) 19 (0) 13 (0) 8 (0) 4 (0) 1

ESTRO e
hozs il

]
h l:"
‘#‘

Kougioumtzopoulou et al, ESTRO 2025 39



Efficacy

Overall survival

100
3 Median 2-y free
w
% 754 p=.005 (95% CI) (95% Cl)
-
%)
= RT"‘CDDP
o 50 - arm = 1
> o
3 am =2 60.5%
5 NR
3 25- (43.3%-74%)
L0
O -
B RT+CDDP+Nivolumab
0.00 1
0 6 12 18 24 30 36 42 48 54 NR 86.8%
time from randomization date in months
Number at risk (71 .2%-94. 3%)
arm=1 39 (0) 38 (8) 30 (4) 26 (3) 23 (3) 10 (0) 4 (0) 1 (©) 0 (0) O
aim=2 38 (0) 38 (1) 37 (4) 33 (0) 33 (1) 26 (1) 17 (1) 9 (0) 5 (0) 1

&oored
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Toxicity

Patients’ worst AE Grade

Arm 2 Patients without AEs were more frequent in
I TR v e o 2217 (a3.6%) 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 °(12.8) 11(29) *Three patients died during study
treatment. No death was treatment-
Grade 4 Sl 22 related: 1 due to covid infection and 2 due
Grade 5* 2 (5.1) 1(2.6) to disease progression.

£roored
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Conclusions

* The addition of nivolumab to TMT produced a significant increase in BCFFS and OS in
patients with nmMIBC not undergoing radical cystectomy.

* The prolongation of BCFFS and OS resulted from a significant decrease in the
occurrence of distant metastases in patients receiving nivolumab

* The combination of TMT+Nivolumab was well tolerated without any new safety signals
observed

* These results warrant the conduction of a randomized phase Ill trial to establish
nivolumab plus CRT as a new standard for patients with nmMIBC not undergoing
radical cystectomy.

-
42025

- Kougioumtzopoulou et al, ESTRO 2025
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