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Not all sites treatable Intermittent ADT
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2 yr ADT + 2" Gen ARPI > intermittent (Q9 mo)
Fractionated RT primary / SIB LNs + SBRT other mets

2 yr ADT + 2" Gen ARPI > intermittent (Q9 mo)
Fractionated RT primary / SIB LNs + SBRT other mets

Oligometastatic :
Prostate Cancer Primary Intact
Primary Intermittent ADT + 2" ARPI (Q9 mo)
controlled Fractionated RT LNs + SBRT other mets

Intermittent ADT + 2" ARPI (Q9 mo)
SBRT other mets

Life expectancy >5y
All sites treatable

Primary controlled
ADT contraindication
Long indolent course

Patient preference

No Systemic Therapy+SBRT
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MDT+SOC:

N=248 MDT+ADT: n=51

1 Trial:

5 Trials: , ,
n=102 oligometastatic

prostate cancer

n=472 oligometastatic
prostate cancer patients

patients

RANDOMIZED
RANDOMIZED

Median FU: 41 months Median FU: 31 months
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Trial Level Analysis: Cox Regression (Stratified by Trial):
Random effects model P<0.001 MDT (vs SOC) HR: 0.45(95% Cl: 0.35-0.58), P <0.001
1.00
Study logHR SE(logHR) Hazard Ratio HR 95%-ClI 0.75 4
ARTO 09375 02399 s 3 0392 [0.245 0627] 2 soc Median:.14.9 mo
EXTEND cADT 06596 03242 —— 0517 [0.274° 0.976] = ~+ wpT+soc Median: 32 mo
EXTEND iADT 06509 02492 - 0522 [0.320° 0.850] S 0.50-
Oriole 09696 03311 = 0379 [0.198' 0.726] a
SABR-COMET 24113 10096 , 0.090 [0.012: 0.649] w
Stomp 07245 02742 s 3 0485 [0.283: 0.829] a
Common effect model $ 0.444 [0.349; 0.565] 0-251
Random effects model < 0.444 [0.349; 0.565]
B o
01 0512 10 | p<o00001
Heterogeneity- 12 = 0%, <2 < 0.0001, p = 0.59 0007 . . .
0 24 45 T2

Time from randomization (Months)
MNumber at risk

224 50 7 0
MDT+S0C 248 112 24 3
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Trial Level Analysis: Cox Regression (Stratified by Trial):
Random effects model P=0.004 MDT (vs SOC) HR: 0.59 (95% Cl: 0.46-0.76), P <0.001
1.00 1 R = N
Study logHR SE(logHR) Hazard Ratio HR 95%-Cl ‘\H
A
ARTO -0.9558 0.2402 —H 0.384 [0.240; 0.616] 0.75 4 E\_\‘Lt\
EXTEND cADT -0.1462 (.3488 - 0.864 [0.436;1.712] > N ) S
EXTEND IADT 04759 0.2667 e 0621 [0.368; 1.048) ] 1 \\-\h
Criole -0.3878 0.3858 T 0679 [0.319; 1.445] S 0.50 - iy "
SABR-COMET 24113 10096 ———— 0.090 [0.012; 0.649)] (% \"*..\ ‘ T
Stomp -0.1081 0.2974 + 0.898 [0.501; 1.608] ‘&‘_ TN, \‘—*1__1
W, ga¥: T
Random effects model & 0.600 [0.425; 0.849] 9451 |
.
soc Median: 21 mo
L 2 01 0512 10 ~— mpr+soc Median: 35 mo
Heterogeneity: I = 50%, t° = 0.0699, p = 0.07 0.00 1
0 24 48 72
Time from randomization (Months)
Number at nsk
224 73 8 0
248 121 25
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Castration Sensitive Subset Only (n= 257)

Trial Level Analysis: Cox Regression (Stratified by Trial):
Random effects model P=0.019 MDT (vs SOC) HR: 0.58 (95% Cl: 0.37-0.91), P =0.02
1.00
Study logHR SE(logHR) Hazard Ratio HR 95%-ClI
EXTEND cADT -0.5336 0.5857 0.586 [0.186; 1.848] 0.75
EXTEND iADT 09218 04359 —'—i— 0398 [0.169; 0.935] =
Oriole -0 4666 0.5687 ] 0627 [0.206;1.912] E
Stomp -0.3073 0.3747 —i—'—— 0.735 [0.353;1.533] 2 0.501
| oD
Common effect model S 0.579 [0.367; 0.915] &
Random effects model | f::li:f} | | 0.579 [0.367; 0.915] 0.25 -
0.2 05 1 2 5 soC Median: 63 mo
Heterogeneity: I* = 0%, " =0, p = 0.76 00 —— mpT+soc  Median: 72 mo

0 24 48 T2
Time from randomization (Months)

Number at risk

118 83 32 7
139 109 45 11
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Trial Level Analysis: Cox Regression (Stratified by Trial):
Random effects model P=0.051 MDT (vs SOC) HR: 0.64 (95% CI: 0.40-1.01), P =0.057
1.00 1
Study logHR SE(logHR) Hazard Ratio HR 95%-ClI 0754
ARTO -0.4243 04234 —;'—— 0.654 [0.285;1.500] >
EXTEND cADT -0.3841 0.4937 —aT 0.681 [0.259;1.792] =
EXTEND iADT -0.5089 0.5904 — T 0.601 [0.189; 1.912] ©
Oriole -0.7601 1.4151 i 0.468 [0.029; 7.489] © 0501
Stomp -0.5917 0.4853 T 0.576 [0.223; 1.491] J]L
| O
Common effect model <I> 0.625 [0.390; 1.002]
Random effects model | <|> | | 0.625 [0.390:; 1.002] 0.25 1
0.1 051 2 10 soc 48 mo: 75%
Heterogeneity: 2= 0%, 2= 0,p=100 —— MDT+S0C 48 mo: 87%
0.00 1

0 24 48 72
Time from randomization (Months)

Number at nisk

224 159 52 11
248 185 75 20
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Life expectancy >5y
All sites treatable
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Patient preference

No Systemic Therapy+SBRT
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Initial staging:

1. Choline PET Median FU 3 yrs

|
:

>
2. MRI of the prostate/fossa
a)
Ll
N
2012-2015: 62 recurrent with <3 >
extracranial metastasis 8
=
<
oC
Surveillance >

Ost JCO 2017
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Initial staging:

1. CT c/a/p Median FU 3 yrs

|
:

>
2. Bone Scan

a)
2016-2018: 54 recurrent disease g
with up 1-3 metastatic lesions, =
hormone naive for metastatic 8
INCENE <Z,:
oC

Surveillance >

Primary outcome: PCWG3 progression (PSA, RECIST,
or symptomatic decline) at 6 months

Phillips JAMA Onc 2020
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=)
100 1 = 100 -
— SUTV. g — SUrv.
90 - MDT S 90 MDT
— 80 4 = 804
= 70 4 @ 70
= L
S 60 & 60 -
5 o
50 1 S 50-
8 =
E 40 > 40 HR, 0.53 (95% ClI, 0.30 to 0.94); P=.03
| b e
— 30 o 30 4
(o) —
< 20 e S 20
HR, 0.55 (80% Cl, 0.36 to 0.85); log-rank P = .08 S
1 1 1 1 1 1 1 I 1 .9 1 1 1 1 1 1 I I I
0 6 12 18 24 30 36 42 48 b4 [a'a)] 0 6 12 18 24 30 36 42 48 b4
o. at risk: Time (months) No. at risk: Time (months)
MTD 36 34 27 20 14 10 6 b 2 1 MTD 31 23 14 10 7 6 4 4 2 1
Surv. 26 19 15 9 6 4 3 1 0 0 Surv. 31 16 9 4 3 2 2 1 0 0

Ost JCO 2017




. IO
Oriole Results BMUC

12* Belgian Multidisciplinary
Meeting on Urological Cancers

\ A ] Composite PFS stratified by study arm \ B ] Biochemical PFS stratified by study arm

100+

100+
=
=
X 80 80+
- =3
mn uw
= @
- SABR _9__’ SABR
a 60' LLL | | IE 60' LIl LL 1
a3} o
p I
o o Observation v 1
S 40+ 2 40+ i
o = Observation
@ — I
= o |
o —
& 204 % 20+
i
HR, 0.30; 95% Cl,0.11-0.81; P=.002 _5 HR, 0.31; 95% ClI, 0.13-0.75; P=.002
0 T T T T = O T T T T
0 6 12 18 24 0 6 12 18 24
Time from randomization, mo Time from randomization, mo
No. at risk No. at risk
SABR 36 26 13 7 2 SABR 36 28 20 10 4
Observation 18 8 1 1 0 Observation 18 9 7 4 1

Phillips JAMA Onc 2020
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Long-term analysis with median FU of 52.5 Months

Outcome MDT Median Time Observation Median HR (95% CI) P
to Event, months Time to Event,
(95% Cl) months (95% Cl)
PFS 11.9 (8 to 18.3) 5.9 (3.2 to 7.1) —_ 0.44 (0.29 to 0.66) < .001
rPFS 18.3 (12 to 36) 17 (13 to 22.8) —_— 0.81 (0.50 to 1.29) 37
CRPC MR (62 to NR) 63 (53.9 to NR) = 0.67 (0.34 to 1.31) .24
0s MR (84 to NR) MR (73 to NR) = 0.53(0.13 to 2.11) .36
0 0.5 1 1.5 2
— —
Favors MDT Favors Observation

Deek JCO 2023
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Benefit of MDT vs no MDT

Group Subgroup Events/™N HR (95% CI) Int pral
ADT & 2G ARP1 Observation 1047119 i 0.42(0.28, 0.63)
ADT only 4979 e 0.40 (0,22, 0.70) 0.66
ADT+2G ARPI 3373 =l 0.60 {0.30, 1.20) 0.13
I T | T 1
0.1 1 1C

Hazard Ratio
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2 yr ADT + 2" Gen ARPI > intermittent (Q9 mo)
Fractionated RT primary / SIB LNs + SBRT other mets

2 yr ADT + 2" Gen ARPI > intermittent (Q9 mo)
Fractionated RT primary / SIB LNs + SBRT other mets

Oligometastatic :
Prostate Cancer Primary Intact
Primary Intermittent ADT + 2" ARPI (Q9 mo)
controlled Fractionated RT LNs + SBRT other mets

Intermittent ADT + 2" ARPI (Q9 mo)
SBRT other mets

Life expectancy >5y
All sites treatable

Primary controlled
ADT contraindication
Long indolent course

Patient preference

No Systemic Therapy+SBRT
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Pretreatment Bone scan and MRI or CT scan Median FU 6.5 yrs

|
:

-
(unsure what is being scanned)
)
L
™
2013-2016: 2061 de novo >
metastatic prostate cancer 8
=
(a's8
Lifelong ADT >

Parker Lancet 2018



STAMPEDE Arm H: Primary Outcome

Overall survival (%)

A Overall survival

100

80+

60+

40

20—

—— Control
—— Radiotherapy

HR 0.92, §5% C1 0-80-1-06; p=0.266

Number at risk
(events)
Control 1029(17) 998 (56) 933(82) 826(63) 601(39) 481(67) 328 (37) 2195 (16) 122 (9) 41

Radiotherapy 1032 (12) 998 (47) 936(64) 832 (75) 611 (54) 478(41) 365 (37) 236 (25) 128 (11) 47

]

12 18 24 30 36 42 48 54

B Failure-free survival
100+

D
BMUC
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80
£
-
-g 0 —
T
£
& 404
E
20
HR 0-76, 95% Cl 0-68-0-84; p<0-0001
Q T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54
Number at risk Time since randomisation (months)
(events)

Control 1029(200)711(189) 516 (119) 380 (76) 216 (26) 149 (25) 99 (13) 58 (8) 31 (1) 11
Radiotherapy 1032 (211)799 (203) 588 (120) 440 (70) 285 (33) 212 (20) 156 (11) 101 (14) 48 (3) 18
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A Overall survival in low metastatic burden

100 — Control
—— Radiotherapy
8o
£
E B0
z
-
T 404
&
20
HR U-EBJ 95% I 0-52-0-90; p=0-007
0 T T T T I T T T |
0 6 12 18 24 30 36 42 48 54
Number at risk
(events)
Control 409 (5) 400 (9) 387 (17) 361 (17) 265 (12) 217 (22) 155 (16) 110 (8) 67 (5) 25

Radiotherapy 410 (1) 405 (4) 399 (12) 366 (12) 301 (19) 242 (10)200 (15) 137 (11) 77 (5) 25
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o S i g n ifi Ca nt i m p rove m e n t i n O S Figure 2. Treatment Effect Plots for Bone Metastasis Count
with <= 3 bone metastases. - R

- Survival improved in patients with
non-regional lymph node (NRLN) i — N
only disease but not in patients

||||||||||||||||||||||||||||||||
000000000000000000000000

with visceral mets. — E—

. Ali et al. Jama Onc 2021
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Benefit of MDT vs no MDT

Group Subgroup Events/N HR (95% Cl} Int pval
Primary_treated MNo 3979 —_—— 0.41 {021, 0.78)
Yes 258/389 —a— 0.51 (0.39, 0.65) 0.78
| | I
0.1 1 10

Hazard Ratio

De novo disease is an area of greater uncertainty, trial enrollment is encouraged
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2 yr ADT + 2" Gen ARPI > intermittent (Q9 mo)
Fractionated RT primary / SIB LNs + SBRT other mets
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Fractionated RT primary / SIB LNs + SBRT other mets

Oligometastatic :
Prostate Cancer Primary Intact
Primary Intermittent ADT + 2" ARPI (Q9 mo)
controlled Fractionated RT LNs + SBRT other mets

Intermittent ADT + 2" ARPI(Q9 mo)
SBRT other mets

Life expectancy >5y
All sites treatable

Primary controlled
ADT contraindication
Long indolent course

Patient preference

No Systemic Therapy+SBRT
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Median FU 31 mo

|
:

>
-
Ll
2019-2023: 102 metachronous g
pts with 1-3 bone or LN e
=
metastases >
<
o
SBRT to all sites >

Marvaso Lancet Oncol 2025



RADIOSA Results

* 6 month ADT improved primary
endpoint of clinical progression
free survival (“radiographic
progression free survival)

* Endpoints such as overall survival
and castration resistance free
survival immature

D
BMUC
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A
Wwer— SBRT: median 15-1 months {85% C112-4-22-8)
3 My I o SERT with ADT: median 32-2 months {22-4-MNR)
E 75 4 "“— '\ . HR 0-43 (95% C1 0-26-0-72), p=0-0010
S R L E—
2z : L
(=
" " 1 |—|
¥ 25 —SERT '
[} —— SBRT with ADT
'-5' T T I{:. IB
12 24 3 4
Mumber at risk
{number censored)
SBRT 51(0) 32 (0] 12 (7} 3(6) 1(1)
SBRT with ADT 51 () 4603 21{11) 105} 3(4)
B
E 1 '|_|_| — SERT: median 12-6 months (95% C1 §-6-13-4)
= =, L SERT with ADT: median 26.8 months (16-8-33-8)
2 75 A N HR O-40 (95% C1 0-24-0-06), p=0-0002
i ¥ Rt
5= S J N
S so- - -
3E \ —
= 3 W \
E 2.: -
E
= 4] T T T 1
4] 12 24 36 48
Number at rick Time from randomisation {months)
{number censored)
SBRT 51 (0) 28(0) q(4) 3 (4] 2(1)
SBRT with ADT 51 {0 45 (3) 1% (18] 6 (&) 33

Figure 2: Kaplan-Meier plot of clinical progression-free survival (A) and bicchemical progression-free survival
(B) by treatment group
ADT=androgen deprivation therapy. HR=hazard ratio. MR=not reached. 3BRT=sterectactic body radiotherapy.

Marvaso Lancet Oncol 2025
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Major Inclusion Criteria

® Histologic diagnosis of prostate cancer
® <5 metastases

® >2 months of prior HT (either GNRH agonist/antagonist +/- 2"? generation HT)

e Untreated primaries were allowed, but must be treated regardless of randomization

Oligometastatic
Prostate Cancer

Combined Therapy Progression

MDT ‘ >

Stratification Progression

Metastaticlesions (1-2 vs 3-5)
Prior lines of systemic therapy (0-1 vs >1)
2"d Generation HT

Duration of prior HT (<3 vs 23 mo)

Hormone Therapy-Alone

Tang JAMA Onc 2023
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Primary analysis occurred at 41 events
Median follow: 22.1 mo

Stratified Log Rank: P<0.001

HR =0.25 (95% CI: 0.12-0.55)

Median PFS

1.00 -
= 0.80
=
s
7
o 0.604
o
<
ke)
@ 0.40-
o
o
o
% 0.20-
Hormone therapy-only
————— Combined therapy
0.00
T T T " I !
0 12 24 36
Months Since Randomization
N at risk (Events)
Hormonetherapy-only 44 (10) 34 (18) 5 (0) 1
Combined therapy 43 (3) 40 9) 15 (1) 3

Hormone therapy-only: 15.8 mo
Combined therapy: not reached

Tang JAMA Onc 2023
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Time-to-event analysis starting from eugonad

B
testosterone (>150 ng/dL) to progression Pl Hormone therapy
a Eugonad
©
E Off hormones
1.004 -4 = = D
-4 2 Death
I_I _% . .
5 080 i, Stratified Log Rank: P=0.025 £ _
g la ©
» 1
50,60* e ——
o
k=]
@ 0.40 >
o) =
(=) o
<] 1 é
% 0.20 ©
2
Hormone therapy-only s
0.00 ‘————T Comtlnned the'rapy | ‘ | é
0 12 24 36 o =
T ]
. e |
N at risk (Events) Months Since Testosterone >150ng/dI S ——
Hormone therapy-only 54 (13) 5 6 1 () 0 T ' T T T ' T T T
Combinedtherapy 24 W) 8 (0) 1 (0) 0 -12 0 12 24 36

Months Since Randomization

Tang JAMA Onc 2023



WOLVERINE: Subgroups Analysis (CSPCOnly)  “BrMuc

12* Belgian Multidisciplinary
Meeting on Urological Cancers

Group Subgroup Events/M HR (95% CI} Int pval

ADT & 2G ARPI Observation 104119 —-—— 0.42 {0.28, 0.63)

Be nefit Of MDT ADT only 49/79 - 040{022 0.70) 0.66
vs no MIDT ADT+2G ARP! 373 —— 060(030.120) 0413

01 1 10
Hazard Ratio
[ ] [ ]
Prognosis in
n_risk n_events medians HR Lower Cl Upper Cl P value
[ ]
patle nts ADT+ 2Gen ARPI MDT+ Observation 120 96 12

MOTHADT cnly a7 52 28.07 043 031 061 <.001

[ ] [ ]
receIVI ng IVI DT MDOT+ADT+2G ARPI 36 15 3895 0.32 018 0.55 <.001
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Not all sites treatable Intermittent ADT
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2 yr ADT + 2" Gen ARPI > intermittent (Q9 mo)
Fractionated RT primary / SIB LNs + SBRT other mets

2 yr ADT + 2" Gen ARPI > intermittent (Q9 mo)
Fractionated RT primary / SIB LNs + SBRT other mets

Oligometastatic

Primary Intact
Prostate Cancer y

Primary Intermittent ADT + 2" ARPI (Q9 mo)
controlled Fractionated RT LNs + SBRT other mets

Intermittent ADT + 2" ARPI (Q9 mo)
SBRT other mets

Life expectancy >5y
All sites treatable

Primary controlled
ADT contraindication
Long indolent course

Patient preference

No Systemic Therapy+SBRT
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Median FU 50 mo

|
:

>
)
Ll
2018-2021: 196 metachronous g
pts with 1-5 PET(choline/PSMA) o)
)
LN metastases =
<
o
MDT + 6mo ADT >

Ost Lancet Oncol 2025



PEACE V-STORM Results

* Primary endpoint
metastasis free survival
improved with ENRT

* Toxicity not worse with
ENRT, toxicity
associated with fossa
radiation

Metastasis-free survival {25)

Mumber at risk
(number censored)
EMRT

MDT

Hqﬁttl +
4

504
HR 0-62 (80% CI 0-44-0-86);
=0-06
2. P 3
EMRT
—— MDT
0 I | I I |
0 12 24 36 48 B0
93 91 82 74 46 13
(0) (1) (2) (3) (26) (57)
97 96 82 68 39 15
(0) (1) (3) (5) (25) (45)

Biochemical relapse-free survival (%)

D
BMUC

12* Belgian Multidisciplinary
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HR 0-62 (80% Cl 0-48-0-80);

p=0-014
| ] | 1 |
1] 12 24 36 48 b0
93 87 70 B0 35 9
(0 (1) (2) (3) (21) (42)
97 g1 56 44 24 7
() (1) (2) (3) (18) (30)

Ost Lancet Oncol 2025
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: S EEAISN ERESIS RIAREORE STAMPEDE 2 START-MET
Trial characteristics (CCTG PR20) (GETUG-PEACE 6) (VA) OLIGOMETS NCT05209243
NCT03784755 NCT04115007 NCT04787744
Disease status De novo + recurrent De novo + recurrent Recurrent De novo De novo + recurrent
F- or C-PET/CT, Adec;Tan/DFI);FI/VCI?FCJc/mMeRL Bone scan and Bone / CT scans +
Imaging Bone scan and CT scan PSMA PET/CT, or scan. or PSMA ;’ET/CT CT/MRI scan Choline or PSMA
whole-body MRI scan ! PET/CT
scan
M1 disease with <5 metastases M1 disease with <5
Oligomets definition  (including <3 metastasesinany = metastases (including >1 <5 <3’ <5
non-bone organ system) bone or pulmonary lesion)
Yi ti
ADT Yes, continuous es., con |r.1uous or Yes, continuous Yes, continuous yes, continuous
intermittent

Primary endpoint FFS CRPC-free survival CRPC-free survival 0sS rPFS

Sample size 410 550 464 1939 266

Courtesy of Pierre Blanchard



. 0
Conclusions BMUC

12* Belgian Multidisciplinary
Meeting on Urological Cancers

* Although phase 3 trials have not reported, aggregated phase 2 data
suggests that MDT produces benefits among most endpoints, without
substantial adverse events.

* In de novo patients: High level evidence support treating the primary in
patients with oligometastatic/low volume prostate cancer patients. Limited
data treating metastases, but suggestion of benefit exists.

* In metachronous patients: Several phase Il trials suggest improvement in
outcomes with treatment of metastatic sites.

* Hormone therapy is generally given to patients with oligometastatic
disease, favoring intermittent ADT.

* Elective LN radiation improves locoregional control over MDT without
substantially more adverse events.
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