Bladder cancer session
Avoiding local treatment: is this the ultimate goal?
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Avoiding local treatment - Facts

* Just because something is attractive DOES NOT mean we have the evidence to do it !

* Theidea is attractive
 Maximal TURBT + systemic therapy alone can achieve pCR
* Many patients would love the idea to keep their bladder
* New regimens are pushing pTO rate very high

* YES, but:
* cCR definition is NOT perfect
* Bladder preservation dataset does have caveats
* How long a cCR can be maintained?
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Let’s go back a few years...

Survival

Events Total
0.1 —NeoCT  ggs 1220
'''''' Control 744 1213

0 1 2 3 4 5 6 7 8 9 10

Years
Patients at risk

NeoCT 1220 972 770 659 585 510 403 284 201 140 92
Control 1213 922 705 608 527 448 338 241 171 116 77

Fig. 2. Overall survival curve (platinum based combination chemotherapy
trials only).

ABC meta analysis Eur Urol 2005

* 5% absolute OS at 5 years
* 9% DFS at 5 years

=>» Physical bladder treatment was
mandatory !
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RC IS STILL PART OF THE PLAN'!

KEYNOTE-B15/EV-304 Study (NCT04700124)

Key Eligibility Criteria Enfortumab vedotin 1.25 mg'kg Enfortumab vedotin 1.25 mg/ikg
« Adults with MIBC M = 405 d1 and da IV Q3W 4 cycles d1 and d8 IV Q3IW 5 cycles
* *
* Clinical stage T2-T4aNOMO or Pembrolizumab 200 brolizumab '
. : mg d1 T 200 mg d1
T1-T4aN1MO by cantral asesssment SRR IV QIW 4 cycles IV QIW 13 cycles
* Urothelial histology =50%

- Eligible for RC + PLND .
dl IV A3V 4 cyclas

- Did not meet any Galsky criteria for + Observation”
cisplatin inedigibllity N =403 Gemcitabine 1000 mgim?
« ECOG PS 0-1 d1 and d8 IV Q3W 4 cycles

Cisplatin 70 mg/m?
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+
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r
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Stratification Factors
« PD-L1 status (CPS 210 vs. <10} Primary endpoint: Event-free sunvival (EFS) by BICR
* Clinical stage (T2N0 vs. T3 T4aN0
Ve, -r1_.qar41;,gﬁ : . Key secondary endpoints: OS5 and pathological complete response (pCR; pTOMO, Le.
_ _ absence of viable tumor in examined tissue from surgery) by central pathologist review
* Gaographic region (LS vs. ELU vs.
Most of World) Other secondary endpoints include: Safety

BICR, bindad independsnl cantral revirw; CPS, combined positiem scom; IV, infravencs: O0W, seery 3 waals
sSasmided by PO-L1 IHC 32C3 pharmDx (Agilent. Caipintena, CAL CPS = # FDUL T—staning cell flomor cella, ympacyies, and macrophages) + tolal # vabis fwmer cell = 100
“&a of Fab 3033, sdpevan] crrlurmab was peemitisd whan disically ndcaled and regonally available Diata cotsl datn: 2T Oclolar 2005
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EV 304/ KN B15

Key Secondary Endpoint: OS

EV + pembro Cis + gem
N =405 N =403
226 131
55.8 32.5
(50.8—60.7) (28.0-37.3)

ITT Population PCR, n
[»)
100 —_— T pCRrate, %
90- ! R (95% Cl)
80  89.6% :
70— : 81.3%
60- §
50— EV + pembro Cis + gem
40 - N =405 N =403
=5 Events, n (%) 69 (17.0) 99 (24.6)
20 : ! Median, mo (95% Cl) NR (NR-NR) NR (NR-NR)
0 HR 0.65, 95% CI 0.48-0.89,
: ! s 1-sided P =.0029*
0 — T T T T T T T
0 6 12 18 24 30 36 42 48 54
No. at Risk Montis
EV+pembro 405 396 377 361 325 215 142 90 34 0
Cis+gem 403 392 358 338 295 201 119 67 29 0

* |n total, 44/87 (50.6%) of pts with an EFS event in the EV + pembro arm and 86/146 (58.9%) of pts with an EFS event in the cis + gem
arm received any subsequent systemic therapy

NR, not reached. * denotes statistical significance (one-sided boundary 0.0038). Data cutoff date: 27 October 2025

Galsky ASCO GU 2026
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EV 304/ KN B15 + ABC meta analysis

Key Secondary Endpoint: OS
ITT Population

+ _ «3100=¢
=P 990'

<> . 980’

> _——/0=
— - < 60
’% o _ =504 Cis + gem -
> _ =% 40- ‘ ' N = 403 i
. 304 E i Events, n (%) 69 (17.0) 99 (24.6)
< ——— H '

Median, mo (95% Cl) NR (NR-NR)  NR (NR-NR)
> _ —20+

> _ 3 104 NG,QCT F;‘;(;;;t*“ HRHS%S%CIOM 0.89,

T coratrist 7 =3 =3 -11 — gi@dedp .0029*
C).QO-:;,,,.,1.,,..,,.,..l,,,. e — —
o= 6 * 18 7% 30 36 42 18 54 —
TN — — ———
No at Risk Months
Cis + gem 403 392 358 338 295 201 119 67 29 0

» In total, 44/87 (50.6%) of pts with an EFS event in the EV + pembro arm and 86/146 (58.9%) of pts with an EFS event in the cis + gem
arm received any subsequent systemic therapy
NR, not reached. * denotes statistical significance (one-sided boundary 0.0038) Data cutoff date: 27 October 2025
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What is happening to patient after NAT without RC?

L= « 26% CIS
 16% LVI
« Prospective study
« Highly selected X2 —
« CCR post NAC e ik
« 1994 to 2015
« >10 years of follow-up — v — [_"J.ﬂ — | =

« Among patients who relapsed in the bladder :
e 5yrCSS15%
« 15yr CSS 26%

= The risk of recurrence persisted beyond 10 yrs !

Donat et al J Urol 2025 Gautier Marcq — BMUC 26



Do we have CONVINCING prospective evidence?

HCRN GU16-257

cT2-T4aNOMO No cystectomy = N"é°'“"|‘ab
RETAI N 1 Cisplatin-eligible X 6 cycles
Gemcitabine + =g Clinical CR *
A Cisplatin + linical R ;
Major Inclusion Criteria: - - . Nivolumab Clinical Restaging Cystectomy
- ¢T2-T3 NOMO No residual Active x 4 cycles Cystoscopy
+ ECOG 01 tumor/cTO _ Surveillance ‘ 3@#5'% :
- Urothelial Predominant Histology AND Mr;ile cytology
Not a randomized trial Mutation Pos (+)

Intravesical Tx 1
OR —3| No Clinical CR /= Cystectomy
claorclis or *patient choice
SRR S SRS T [ patient & Physician Chemo-RT
cytology OR cTO Choose OR
TURBT#1 g AMVACXx3 gd TURBT#2 - el i)

™, :: > &2
H Patient & Physician Chemo-RT NCT05535218 oo
/ Sequencmg cl2 Chones o ey 4 CYCLES, Q3W 13 CYCLES, Q3W

A

(Caris) i oyl f || f \
. T L [
Mutation positive Cystectomy <T2-T3b NOMO MIBC.

(absence of nodal or
defined as any metastatic disease at

alterations in: >cT3 Cvstect R,
= + Predominan istology
- ATM ystectomy + ECOG PS of 0-1
« Ineligible or refusing NAC
- RBf — « Ineligible or refusing
- FANCC chemoRT :)
=3 '

- Scheduled for RC ~
. - ERcCC2 4 A .
t/a CT scan + pelvic MRI t/a CT scan + pelvic MRI

Sacituzumab Govitecan Radical
7.5 mg/Kg, IV, on D1, D8 cystectomy or
+ Pembrolizumab 200mg, IV reTURBT

24-month Follow-up

Adjuvant/maintenance
+ Every 12 weeks post-

surgery

Pembrolizumab 200mg IV

*Geynisman DM, et al. J Clin Oncol. 2025;43(9):1113-1122; Ghatalia P, et al. J Clin Oncol. 2025;43(5_suppl):815; Galsky MD, Daneshmand S, Izadmehr S, et al. Nat Med. 2023;29:2825-2834.
*Necchi A, et al. J Clin Oncol. 2025;43(16_suppl):4518;
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Do we have CONVINCING prospective evidence?

Major Inclusion Criteria:
= ¢cT2-T3 NOMO

+ ECOG 01
+ Urothelial Predominant Histology

Not a randomized frial

TURBT#1 g AMVACXx3 gd

/ Sequencing
(Caris)
Mutation positive
defined as any
alterations in:

- ATM

- RB1
| - FANCC I,
\__ - ERCEINY

Major Inclusion Criteria:

- ¢T2-T3NO

- Predominant Urothelial
Carcinoma of Bladder

- ECOG 0-1

TURBT Nivolumab X 3

#1 b
AMVACX 3

NGS (Caris): Mutation
positive defined as
alterations n: biomarker
ATM, RB1, ERCC2

RETAIN-2

Mutation positive

AND
No residual
disease/ cTO

1. Mapping
+ TURBT #2
2. CT scan
3. Urine

cytology

No mutation OR
Any residual
disease, positive

urine cytology

Primary endpoint:
2-yr Metastasis Free Survival,
Follow up: 5 years

ASCO Genitourinary
Cancers Symposium

#GU26

HCRN GU16-257

Nivolumab
N tect
= No cystectomy = 6 eveles

¢

[ ACTIVE ] = Cystectomy

SURVEILLANCE

-Cystectomy

*patient choice

(]

Intravesical Tx
Patient & OR
Physician Choose Chemo-RT
OR
Cystectomy

24-month Follow-up

+ Every 12 weeks post-
surgery

ASCO

KNOWLEDGE CONQUERS CANCER

*Geynisman DM, et al. J Clin Oncol. 2025;43(9):1113-1122; Ghatalia P, et al. J Clin Oncol. 2025;43(5_suppl):815; Galsky MD, Daneshmand S, Izadmehr S, et al. Nat Med. 2023;29:2825-2834.
*Necchi A, et al. J Clin Oncol. 2025;43(16_suppl):4518;
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Do we have CONVINCING prospective evidence?

Selection / regimen Primary endpoint Key efficacy signal Why this still worries me

Primary endpoint missed;
68% of AS patients
recurred; only 48% kept
an intact bladder without
metastasis

AMVAC; DDR-mutant +
RETAIN-1 cTO patients placed on  2-y MFS for whole cohort
active surveillance

2-y MFS 72.9%; AS subgroup
76%; 25 entered AS

Still small,
Estimated 2-y MFS 83.5% overall; nonrandomized, highly
2-y MFS noninferiority 85.2% in AS; 68% of AS patients selected; in AS cohort: 4
design ended metastasis-free with intact NMIBC recurrences, 3
non-irradiated bladder MIBC recurrences, 1
pelvic nodal recurrence

AMVAC + nivolumab;
RETAIN-2 mutation + cCR guided
active surveillance

Adapted from Schmidt EAU 2026 Gautier Marcq — BMUC 26



Comparison of RETAIN-1 vs RETAIN-2 Outcomes in Active Surveillance patients

RETAIN-1 (AMVAC) RETAIN-2 (AMVAC + nivo)

Local Recurrence Metastases Metastasis-free with
intact non-irradiated
o]r=To [0 [] g

Ghatalia ASCO GU 2026 N=22 AS patient in RETAIN 2 | Gautier Marcq — BMUC 26



SURE 02 : Interesting again, but too early and not strong enough for routine use

&)
AC 00030218 4 CYCLES, Q3W 13 CYCLES, Q3W
Population: | \

Aged 218 years ( \ l { \

» Histologically confirmed
¢T2-T3b NOMO MIBC
(absence of nodal or
metastatic disease at Sacituzumab Govitecan
screening) 7.5 mg/Kg, IV, on D1, D8

* Predominant UC histology + Pembrolizumab 200mg, IV

+ ECOG PS of 0-1

« Ineligible or refusing NAC

ical : :
Radica Adjuvantmaintenance 24-month Follow-up

Pembrolizumab 200mg IV

cystectomy or
reTURBT surgery

« Every 12 weeks post-

« Ineligible or refusing T T
chemoRT
- Scheduled for RC =3, =3,
t/a CT scan + pelvic MRI t/a CT scan + pelvic MR

* cCR39% (19/49)
e At data cut off, 6 patients with metastatic relapse !

Ghatalia ASCO GU 2026 Gautier Marcq — BMUC 26



SURE 02 : Interesting again, but too early and not strong enough for routine use

&
NCT05535218 4 CYCLES. Q3W 13 CYCLES, Q3W
Population: 1 ‘

Aged 218 years ( / \ l f A \
» Histologically confirmed
¢T2-T3b NOMO MIBC
(absence of nodal or
metastatic disease at Sacituzumab Govitecan
screening) 7.5 mg/Kg, IV, on D1, D8

* Predominant UC histology + Pembrolizumab 200mg, IV
+ ECOG PS of 0-1

« Ineligible or refusing NAC

Reced i i 24-month Follow-up
cystectomy or Adjuvant/maintenance

: « Every 12 weeks post-
eTURBT Pembrolizumab 200mg IV St

« Ineligible or refusing T T
chemoRT
- Scheduled for RC =3, =3,
t/a CT scan + pelvic MRI t/a CT scan + pelvic MR

= 60% needed radical treatment after
SG+ Pembro!

« cCR 39% (19/49)

e At data cut off, 6 patients with metastatic relapse ! = miss chance of cure????
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cCR DOES NOT mean durable disease control !

Post-NAT ctDNA status predicts metastatic control but
not local control in Active Surveillance patients

Patients managed with Active Surveillance: N=40
Post-treatment ctDNA Status 24-Month MFS

Among AS Patients (N=40)
82.6%

Metastasis-Free Survival

37/40

ctDNA Negative e o o
Yy

@
24-Month RFS ass
®

51.4%

Recurrence-Free Survival

®
&
L 4
a
R

ecurred (n=21 o recurrence (n=19
GtDNA+ (3) urred ( . (n=19)

B CtDNA- (37)

Of those with local recurrence, ctDNA positive: Only 2 (9.5%)

\

RFS is driven by
local recurrence & CtDNA Negative (n=19) ctDNA Positive (n=2)

All metastatic events were

Ghatalia ASCO GU 2026 preceded by local recurrence Gautier Marcq — BMUC 26
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Conclusion

© Clear criteria for patient selection
© Proper cCR definition

© Stronger prospective data with
durable Bl EFS !

© Local AND metastatic control

© Clear salvage solution




Following this debate: On Monday what will be
your approach?

65 y/o male with MIBC who underwent NAT and
has a normal CT-scan post NAT

e Avoid local treatment
* Go ahead with local treatment
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