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EAU P0156: “Effect of cytoreductive radical prostatectomy combined with hormonal therapy in patients with
oligometastatic prostate cancer: A multicentered prospective non-randomized control study”

Chen X et al.
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* Multi-center prospective non-randomized study {é % k_
* N=201 with omPCa (<3 bone metastases) § " 13
* Staging = CT/bone scan < . |
« N=69 (HT only), 132 (HT + RALP within one year) Z | S AL | == ,
. g

L) L]
HT HT+surgery 6 5




. . JO
Prostate cancer — Role of local therapy in M+ disease BMUC

13" Belgian Multidisciplinary
Meeting on Urological Cancers

Question: Is there a role for surgery in metastatic prostate cancer?

* A) Yes, of course

* B) No, definitely not

* C) I believe it does, but I’'m not sure
* D) Ireally do not know
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40%

| —— BSTalone
— RP+BST
p=0037

Remember... RAMPP trial
RCT BST vs BST + RALP

30%

Recruitment issues & data of on RT

Despite underpowered, positive effect on 4::%44
CSM s . . ‘

0 1 2 3 4 5

Cumulati id
20%

10%

0%

Number at risk
RP+BST 66 57 55 52 45 35
BST alone 66 47 41 35 28 21

Cancer specific mortality

Graefen M et al. Eur Urol 2025
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STOPCAP

Outcome and RT + ADT ADT Interaction %
trial name events/patients  events/patients HR (95% Cl)  Weight
Overall survival -
STAMPEDE [11] —— 1.44 (1.05, 1.98) 75.04
<5 105/399 130/404 — I
25 218/393 207/397 s
1
HORRAD [12] __”_ 1.55 (0.89, 2.70) 24.96
<5 35/89 347 —— '
25 96/127 105/145 —— |
_é_ 1.47 (1.11, 1.94) 100.00
p=0.007
Progression-free survival
STAMPEDE B2 1.29 (0.99, 1.67) 81.09
<5 184/399 200/404 — L
25 299/393 288/397 = :
HORRAD ——:6— 147 (0.86, 2.52) 18.91
<5 38/89 35/71 — |
25 99/127 1101145 - |
_é_ 1.32 (1.04, 1.67) 100.00
p=0.021
Failure-free survival o
STAMPEDE —— 1.40 (1.12, 1.76) 79.78
<5 238/399 297/404 - |
25 347/393 351/397 - t
HORRAD ‘_"":'_ 1.17 (0.74, 1.85) 20.22
<5 58/89 52/71 —_— |
25 116/127 135/145 —r |
-é— 1.35 (1.10, 1.66) 100.00
p=0.004
T T T T
05 1 2 0.5 1 2
Greater treatment effect Greater treat t effect
i Gmen e s o
RT+ADT  ADT bone metastases bone metastases

Driven by STAMPEDE data
Data questionable, but SoC
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Why would local RT work better than surgery?

ABSCOPAL EFFECT

LOCALIZED SYSTEMIC
RADIOTHERAPY ANTITUMOR
IMMUNITY

? Prostate cancer = immune-cold
[

424 Clones of the primary tumor can

lead to metastatic lesions, which
by itself can cause more
metastases.

Target the primary tumor =
preventing multiple metastatic
clones

Burdett S et al. Eur Urol. 2019.
Aboudeh Y et al. Curr Prob in Cancer. 2016.
Gundem et al. Nature. 2015.
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Conclusion: Is there a role for radical prostatectomy in metastatic prostate cancer?

* Evidence of local RT = stronger (RCTs, but HORRAD remains negative)
* Increasing evidence of radical prostatectomy for local control and metastatic progression in
oligometastatic prostate cancer
e especially in patients with severe LUTS and recurrent acute urinary retentions
e But: include in prospective observational study to follow-up outcomes.
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A0875: KEYNOTE-905 study of neoadjuvant and adjuvant (neoadj-adj) Enfortumab Vedotin (EV) plus

pembrolizumab (pembro) in participants with muscle-invasive bladder cancer (MIBC) who are
cisplatin-ineligible: Assessment of surgical outcomes
Shore N et al.

KEYNOTE-905/EV-303 Study (NCT03924895)

Allocation to this treatment arm stopped Nov 2022

Key Eligibility Criteria } Pembrolizumab 200 mg
» Adults with MIBC i IV Q3W 3 cycles

 Clinical stage T2-T4aNOMO |
or T1-T4aN1MO0 by central n=174
assessment

» 250% urothelial histology
Cisplatin ineligible@ or
cisplatin declining

« ECOG PS score 0-2

RC + PLND 1

Enfortumab vedotin (EV)
1.25 mg/kg D1 and D8 IV
Q3W 3 cycles
+

EV 1.25 mg/kg D1 and D8 IV
Q3W 6 cycles
+

Pembrolizumab 200 mg

Pembrolizumab 200 mg IV Q3W 14 cycles

Stratification Factors IV Q3W 3 cycles

= Cisplatin ineligibility

(ineligible vs eligible but End Points
dedining) Primary: EFS by BICR® Other Secondary:
" TT4aNO ve T1-TAaN1) Key secondary: + Pathologic downstaging (pDS)
« Region (US vs EU vs most - OS « Disease-free survival (DFS)
of world) + Pathologic complete response (pCR) + Safety

Vulsteke C et al. NEJM 2026.
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A0875: KEYNOTE-905 study of neoadjuvant and adjuvant (neoadj-adj) Enfortumab Vedotin (EV) plus
pembrolizumab (pembro) in participants with muscle-invasive bladder cancer (MIBC) who are
cisplatin-ineligible: Assessment of surgical outcomes

Shore N et al.

100+
ol 79.7
80 S 4 _ EV-pembro Median Overall
& 70 i, T l Survival (95% Cl) o .
£ D L e Deaths:
o | \ EV-Pembro  NR (NR-NR) e 22.4% in the combination group
= Control
e © : : . ; Control  41.7 (31.8-NR) o -
g ; ; . * 39.1% in the control group
> 304 1 |
é . : (95% Cl, 0.33-0.74) . I
20- | ; P<0.001 * Unseen survival data!
104 ! :
o T T T : T T 1 T T 1
0 6 12 18 24 30 36 42 48 54 60
Months
No. at Risk
EV-pembro 170 159 144 94 68 56 45 28 10 0 0
Control 174 150 130 75 54 45 30 18 6 0 0

Vulsteke C et al. NEJM 2026.
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100 —
Estimated difference®
48.3% (95% CI, 39.5-56.5)
80 — 1-sided P < 0.000001"

| | * High rates of pCR (60% vs 9% for radical cystectomy)

* Compared to neo-adjuvant chemotherapy trials: pCR +- 30%

* Role of surgery for such high pCR rates?
* Bladder sparing treatment: EBRT?
* Bladder sparing treament: Active surveillance?

)
X
el
e
B
14
&)
o

EV +
pembrolizumab

Control

Vulsteke C et al. NEJM 2026.
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Question: What would be the role of surgery in MIBC when (Neo-)adjuvant EV-Pembro is reimbursed?

* A) Surgery remains the SoC
* B) Patients should be carefully followed up

C) Patients should receive consolidating radiotherapy
* D) Ireally do not know
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Surgery as SoC
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A0875: KEYNOTE-905 study of neoadjuvant and adjuvant (neoadj-adj) Enfortumab Vedotin (EV) plus
pembrolizumab (pembro) in participants with muscle-invasive bladder cancer (MIBC) who are

cisplatin-ineligible: Assessment of surgical outcomes
Shore N et al.

Control, n = 159 EV + pembrolizumab, n = 146

Total | 64.8

Anemia-|

Prostate cancer -

Urinary tract infection =
Constipation =

Hypokalemia -1

Nausea -]

Procedural pain—|
Abdominal pain

Post procedural urine leak -
Weight decreased -

| lleus
Vomiting =]

Diarrhea -]

67.8

Fatigue-|

Urosepsis -1

Insomnia -]

Pyelonephritis =

Blood creatinine increased

T T T T T T T T T T T T T T T T T T T 1
100 90 80 70 60 50 40 30 20 10 0 10 20 30 40 50 60 70 80 9 100
Incidence, %

Grade 1or2 [l Grade 3-5 Grade 1or2 |l Grade 3-5

Total

Anemia

Urinary tract |
infection

lleus

Small intestine |
obstruction

Wound dehiscence -
Sepsis-

Urosepsis -

Control, n =159

45.9

Grade 3-5 TEAEs
EV + pembrolizumab, n = 146

T T T T T
100 80 60 40 20 0 20

40 60 80 10
Incidence, %

Total

Urinary tract |
infection

Lymphocele-
Prostate cancer-|

Sepsis

Small intestine |
obstruction

Urosepsis

Wound dehiscence

Any-grade serious TEAEs

Control, n =159 EV + pembrolizumab, n = 146

40.9 28.8

Adverse events very comparable between control arm and EV-Pembro

Surgery = safe during treatment with EV-Pembro

T T T T T
100 80 60 40 20 0

20 40 60 80 100
Incidence, %
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NAC NAC + Durvalumab EV-Pembro

——— M-VAC and cystectomy (90 deaths; median survival, 77 mo) A Overall Survival
=== Cystectomy alone (100 deaths; median survival, 46 mo)

No. of
100+ 100-herimmy ; ; Deaths/Total 90- \ "
90 B No. 804 i EV-pembro Median Overall
ol o 80 51 R (%) I My, : - Survival (95% ClI)
5 : Ry Durvalumab  136/553 3 o . L mo
= : Combartaon THHIM! S . 45— (25.5) g 4 i s
£ oo £ ' ' omparison Comparison  169/530 £ 5o i i Control EV-Pembro  NR (NR-NR)
3 s o : ' (31.9) a i ! ki Control ~ 41.7 (31.8-NR)
§ g a0 ! ! Hazard ratio for death, = 404 i !
~— H ! 0.75 (95% €1, 0.59-0.93) S 30 H ' Hazard ratio, 0.50
a e S g 0 : : Stratified P=0.01 by log-rank 3 ! H (95% Cl, 0.33-0.74)
R s 20 : : test 20 H H P<0.001
l i R 104 ! : Median follow-up among 104 H '
H H patients with censored data, Py H 1
S B S e LB AL A A S e S e e e S A e e e e S T 0.03-64.7]
2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 64 66 mo (rangs, ! 0 6 12 18 24 30 36 42 48 54 60
2 a8 ) 96 120 144 168 Months since Randomization Months
Months after Randomization No. at Risk .
No. at Risk Durvalumab 533 517 492 468 446 434 423 410 400 349 295 238 182 12596683421 71 0 No. at Risk
M-VAC and cystectomy 153 m 92 75 46 23 6 Comparison 530 S07 467 438 413 392 378 368 358 311 259 215 174 1138060382110 2 O EV-pembro 170 159 144 94 68 56 45 28 10 0 0
Cystectomy alone 154 88 67 50 37 18 7 Control 174 150 130 75 54 45 30 18 6 0 0

3 RCTs on (neo-)adjuvant therapy followed by surgery
Best available data

Grossman HB et al. NEJM. 2003.
Powles R et al. NEJM. 2024.
Vulsteke C et al. NEJM 2026.
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Trimodal therapy Active surveillance

—— Radical cystectomy

Trimodality therapy Maijor Inclusion Criteria: RETAIN-2 Schema
- c¢T2-T3NO |

- Predominant Urothelial !‘
Carcinoma of Bladder \

- ECOG0-1 RETAIN-1 was neoadjuvant ddMVAQ alone

g
E
g
8 60 - 1. Mappirig INTERVENTION
5 TURBT +TURBT #2
7 #1 2.CTscan No mutation OR Intravesical Tx
g ddMVAC X3 3. Urine Any residual Patier ( &
v 40+ cytology disease, positive Physici~n Choose
.5 urine cytology
% Cystectomy
T 204
= . ; 4 2 Primary endpoint:
SHR 0-89 (95% Cl 0-67-1-20) : 2-yr Metastasis Free Survival
p=0-40 . 5 Follow up: 5 years
0 T T T T T T
0 2:5 5-0 75 100 125 15.0
Number at risk /
Radical cystectomy 440 261 163 71 28 6 0 /
Trimodality therapy 282 202 130 75 42 17 2

* Retrospective data * 2-year MFS 82%
* Pre-immunotherapy era e 2-year MFS with intact unradiated bladder: 60%

No certainty on the safety/efficacy of TMT or AS with current (neo-)adjuvant systemic treatment o e o oo

Roessler N et al. W J Urol. 2026.
RETAIN-2 2025. ASCO GU 2025.
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cCR = not pCR — pre EV-Pembro era

Proportion  95% CI

e 050  [0.31; 0.69]
- 047  [0.33;0.61]
—_— 039  [0.23;0.57]
e 029  [0.18; 0.43]
067  [0.22; 0.96]
e 062  [0.45; 0.78] 0 ; -

—— 059  [0.41; 0.75] 51% with cCR pCR

e 064  [0.56;0.71]

050  [0.12; 0.88]

< 0.51  [0.42; 0.60]

0 02 04 06 08 1
Proportion of pCR among cCR patients

Proportion  95% CI

—+#=— 089  [0.72;0.98]
—5 095  [0.86;0.99]
051  [0.34; 0.69]

—— 073  [0.63;0.83]
e 079  [0.62; 0.91]
————%— 091 [0.59;1.00]
—% 096 [0.87;1.00]

84% with no cCR = no pCR

e 0.84  [0.70; 0.92]

0.2 04 0.6 0.8 1
Proportion of non-pCR among non-cCR patients

D
BMUC
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Clinical complete response = a
poor prognostic factor for
pathological complete response!

After cCR + surveillance: 45—-70%
develop intravesical recurrence
(mostly NMIBC), with 10-20%
progressing to MIBC/metastatic
disease over ~3-5 years.

After surgery, ypTONO disease
after NAC has a recurrence-free
survival of 93.5% after 5-year
recurrence-free survival

Roesler N et al. BJU Int. 2026.
Magers MJ et al. Clin Path. 2019
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TERUGBETALING /MFINZI INF. OPLOSS. (CONC.) I.V. [FLAC.] 1 X 120 MG / 2,4 ML (BRON: RIZIV)

SKP + bijsluiter &

CTl-ext 538853-01
CNK 3687-514
in ziekenhuisforfait neen
eenheidstarificatie neen

grote verpakking neen

categorie a

remgeld reguliere tegemoetkoming:
remgeld verhoogde tegemoetkoming:
regelgeving

66 hoofdstuk IV & 9670000 (controle: a priori)

a) De farmaceutische specialiteit op basis van het werkzaam bestanddeel durvalumab, ingeschreven in de huidige paragraaf, komt in aanmerking voor vergoeding indien ze gebruikt wordt.

- De behandeling van volwassen rechthebbenden met ri — igve blaaskanker (Muscle Invasive Bladder Cancer - MIBC) in combinatie met gemcitabine en cisplatine als neoadjuvante behandeling,
gevolgd door monotherapie als adjuvante behandelfog na radicale cystectomie.

No cystectomy = no reimbursement of adjuvant Durvalumab = 7% reduction in OS

BCFI1 2026
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QoL cystectomy vs bladder sparing therapy — CISTO trial

Results: General Quality of Life

EORTC Physical Functioning
EORTC Global Health
EQS5D

r T ' T 1
-0.5-025 0 0.25 0.5

Standardized Effect Size

d »

Favors Bladder-Sparing Therapy Favors Radical Cystectomy

QolL: favors radical cystectomy

O
BMUC

13" Belgian Multidisciplinary
Meeting on Urological Cancers

Results: Financial WeII-Being Qutcomes

EORTC Financial Difficulties

COST Financial Toxicity

I T ' T 1
-05-025 0 0.25 05

Standardized Effect Size

< >
Favors Bladder-Sparing Therapy Favors Radical Cystectomy

Financial well being: favors cystectomy

Gore JL et al. J Urol 2025.
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QoL cystectomy vs bladder sparing therapy — CISTO trial

Results: Longitudinal Physical Functioning

BCI Urinary Summary

All Participants Participants Aged 2 75 Years S 4
~
s i = 1
o | o
(2] = i — > b4 f e
P ———— e —————— —
c 8 \/’ ) -1 \/ tcu @ ()
3 b= e o =
= e I . = R - 2
o o |
= Bladder-Sparing Therapy Bladder-Sparing Therapy = Bladder-Sparing Therapy
& = 1 W lRadlﬁ:aI Cyste?tomy | 4 : = Radlgal Cyste(T:tomy ‘ 8 | m Radiclzal Cystectomy |
0 3 6 9 12 0 3 6 9 12 ' ' ‘
Months from enroliment Months from enroliment 0 3 6 9 12

Months from enroliment
Physical functioning: Declined at 3m, normalised at

_ Urinary health: worse during the first year, then
6 mo, even slightly better for elderly.

normalizes

Gore JL et al. J Urol 2025.
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QoL cystectomy vs bladder sparing therapy — CISTO trial

Summary of 12-Month Outcomes

Favors BST

Bowel health
Sexual health

Physical functioning
* Overall
* Byage
Role functioning
Social functioning
Urinary health

Physical functioning
» Patients w/ CIS
* Unpartnered
Cognitive functioning
Mental health
Financial health

Patients who undergo cystectomy have clearly more benefits than harms compared to

bladder sparing treatments (anxiety for cystoscopies, urine cytologies, biopsies, etc)

O
BMUC

13" Belgian Multidisciplinary
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Gore JL et al. J Urol 2025.
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Prostate cancer

* There is increasing evidence that radical prostatectomy in oligometastatic prostate cancer has
an impact on survival.
* |n patients with oligometastatic disease with serious LUTS or recurring urinary retentions,

radical prostatectomy can be considered as an alternative to EBRT, but follow-up data should be
collected in a prospective registry.

Bladder cancer

* The side effects/complications of radical cystectomy do not increase with neo-adjuvant EV-
Pembro and are low, hence the procedure is safe.
 Based on the EV-905 and NIAGARA trial, we can conclude that:
e Active surveillance and TMT have insufficient data to be SoC with current systemic
treatments
* In patients who have resectable MIBC (neo-) adjuvant therapy + radical cystectomy is the
current SoC (cfr reimbursement) with excellent QoL




Final Conclusion
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Faris @ . 2¢ &+ Connectie maken ---
Abushamma MD,

MSc(Urol), FPBU,
FRCS(Urol)

Dean of Medicine | Hospital B...
Mijn website bezoeken

1d.®

In urology, not every new trend deserves adoption.

If a procedure delivers safe, consistent, and proven outcomes, it
still holds its place. ¥

Innovation matters — but it must be evidence-based, not trend-
driven. &

We don't follow trends. We follow outcomes.

If your procedure works for you and for your patient, stick to it until
you adopt the new one successfully, + the new one should stand
the test of time @
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