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Outline

1- we will have access to immunotherapy in peri-operative setting and other very effective drugs
2- we will offer more bladder preservation thanks to highly effective systemic drugs

3- Decision-making will be based on MRD



Outline

1- we will have access to immunotherapy in peri-operative setting and other very effective drugs



ESMO guidelines (to be revisited) (T2-T4a, N0, M0)




Immunotherapy now is approved in adjuvant setting

I &3

IMVIGOR 010

(NCT02450331) Atezolizumab Observation DFS
CM 274 . Placebo

(NCT02632409) Nivolumab DFS
AMBASSADOR Pembrolizumab Observation DES

(NCT03244384)



Adjuvant immunotherapy

ORIGINAL ARTICLE

Adjuvant Nivolumab versus Placebo
in Muscle-Invasive Urothelial Carcinoma

D.F. Bajorin, J.A. Witjes, J.E. Gschwend, M. Schenker, B.P. Valderrama, Y. Tomita,
A. Bamias, T. Lebret, S.F. Shariat, S.H. Park, D. Ye, M. Agerbaek, D. Enting,
R. McDermott, P. Gajate, A. Peer, M.l. Milowsky, A. Nosov, J. Neif Antonio, Jr.,
K. Tupikowski, L. Toms, B.S. Fischer, A. Qureshi, S. Collette, K. Unsal-Kacmaz,
E. Broughton, D. Zardavas, H.B. Koon, and M.D. Galsky

A Intention-to-Treat Population

Disease-free Disease-free
No. of Events/ Survival Survival
100—‘\\ No. of Patients  at 6 Mo (95% Cl) at 12 Mo (95% Cl)
-ﬁ 904 N %
g 80 >
g 0] \ Nivolumab  170/353 749 (69.9-792) 628 (573-67.8)
a & \ Placebo  204/356 60.3 (549-653)  46.6 (41.1-519)
E £ so LH, Nivolumab Hazard ratio for disease recurrence or death,
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No. at Risk
Nivolumab 353 296 244 212 178 154 126 106 85 68 57 51 36 23 20 3 1 0
Placebo 356 248 198 157 134 121 105 94 80 65 54 S50 37 22 19 10 2 0
B Patients with a PD-L1 Expression Level of 1%
Disease-free Disease-free
No. of Events/ Survival Survival
100-p No. of Patients  at 6 Mo (95% Cl) at 12 Mo (95% Cl)
& o\ &%
1 804 |,
g 31| Nivolumab  55/140 745 (662-81.1)  67.2 (58.4-74.5)
a il s Nivolumab Placebo  81/142 55.7 (46.8-63.6)  45.9 (37.1-54.2)
B g 50 \\\_\ Hazard ratio for disease recurrence or death,
s ped —— 0.55 (98.72% Cl, 0.35-0.85)
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1 204
S
E 104
0 T T T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Months
No. at Risk
Nivolumab 140 113 98 91 76 68 S8 50 38 31 27 24 21 12 10 1 0 O
Placebo 142 90 73 59 53 49 42 37 28 22 17 1 12 7 5 3 1 O

Adjuvant atezolizumab versus observation in muscle-invasive
urothelial carcinoma (IMvigor010): a multicentre, open-label,
randomised, phase 3 trial

Joaquim Bellmunt, Maha Hussain, jirgen E Gschwend, Peter Albers, Stephane Oudard, Daniel Castellano, Siamak Daneshmand,

Hiroyuki Nishiyama, Martin Majchrowicz, Viraj Degaonkar, Yi Shi, Sanjeev Mariathasan, Petros Grivas, Alexandra Drakaki, Peter H O'Donnell,
Jonathan E Rosenberg, Daniel M Geynisman, Daniel P Petrylak, Jean Hoffman-Censits, Jens Bedke, Arash Rezazadeh Kalebasty, Yousef Zakharia,
Michiel 5 van der Heijden, Cora N Sternberg, Nicole N Davarpanah, Thomas Powles, for the IMvigor010 Study Group*

a0

Disease frve suriad (%)

Noenber at risk
(Puseniber censored)
Ateroteomab 406

Otwenvation 403
o 1w (193

Stratified HR* 0-85 (95% €1 0-66-1.03)

80

Overall sursvial (%)

404

o
3 & & 1 15 18 21 24 7 3 B 36 33w 42 45 48
Time since randomisation (months)
Number at risk
(number censored)
Ateolzumab 406 383 369 350 328 306 267 229 185 U4 100 72 35 2
@ (16 (1) (23 @30 (33 (G (85 (119) (156) (195 (217) (253) (266) (280) (284) (286)
Obsevaion 403 37 345 318 289 0 235 199 163 14 100 6 36 20 1 .
@ (@3 (35 (40) @6) (49) @1 (98) (128) (151) (185) (218) (246) (260) (¥F3) (7P



Nivolumab shoud be the SOC in adjuvant disease

ITT
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Galsky et al. EAU 2024



Nivolumab might improve OS in adjuvant disease

ITT PD-L1 2 1%
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AMBASSADOR study

A031501 AMBASSADOR: Study Design

Phase 3 randomized, open label, multicenter study of adjuvant pembrolizumab vs

observation in patients with high-risk muscle-invasive urothelial carcinoma

Key Eligibili
= Muscle-invasive urothelial
carcinoma: bladder, urethra, renal

pelvis, ureter

= Post-radical surgery (cystectomy,
nephrectomy, nephroureterectomy,
or ureterectomy) 2 4 but < 16 weeks

=*Post-neoadjuvant chemotherapy
and 2 ypT2 and/or yN+ and/or

margins
OR

=cisplatin-ineligible or refusing and 2
pT3 and/or pN+ and/or +margins

~ Stratify — Enrolled N=702
= PD-L1 status’

ey Pembrolizumab
W s 200 mg q3W

chemo yes/no 1 year
= Pathologic

stage:

o p]l%ﬁg‘o o'; Nx

o or Nx

2 g-,-any N (Bew) Observation

o + Surgical

margins
NCT03244384

*PD-L1 status was tested centrally and defined using the combined positive score: percentage of PD-L1-positive tumor cells and infiltrating immune cells
relative to the total number of tumor cells. PD-L1 positive = CPS 2 10, Dako PD-L1 immunohistochemistry 22C3 pharmDx assay. DFS: disease-free
survival (defined as new MIUC, metastalic disease, or death without recurrence); OS: overall survival

YO8 CUMCAL AL I RCIADGT

Early closure due to
US FDA approval of
nivolumab high-risk
MIUC after surgery

b

Dual Primary
Endpoints

= Disease-free
survival

=  Qverall survival

34% of patients in the
observation arm vs
20% in the pembro arm
received a non-protocol
checkpoint inhibitor or
withdrew consent

Apolo et al. NEJM 2024




AMBASSADOR study

100

70 -

40

Disease Free Survival
-
|

Median (95% CI),
No. of events/total morihe
PEMBROLIZUMAB 185/354 29.6 (20.0-40.7)
OBSERVATION 194/348 14.2 (11.0-20.2)

HR (95% CI) 0.73 (0.59-0.90)
P =0.0027

Pembro

e Observ.

- Median follow-up (range) 44.8 months (range 0.03-70.1)

10 -
0 L] L) L) L] L} L L)
0 6 12 18 24 30 36 a2
Time Since Randomization (Months)

Patients-at-Risk
Pembrolizumab isa 247 202 174 159 137 114 a5
Observation 348 198 150 124 107 96 81 58

Apolo et al. NEJM 2024



AMBASSADOR study

A031501 AMBASSADOR: (interim) Overall Survival

100 - b
1O CINCAL TRAZ W OACR0GT
90
80
= 70
S
g 60 —
=
sl S50 _‘*—H Pembro
<
S 40 , —
- < = :
No. of events/total M mOIRCD. sy
months
30 | PEMBROLIZUMAB 131/354 50.9 (43.8-NR)
OBSERVATION 126/348 55.8 (§3.3-NR)
20
HR (95% CI) 0.98 (0.76-1.26)
10 P =10.884
Data Lock 7/13/2023
o CI confidence interval: NE. not estimable; NR not reached.
o 6 12 18 24 30 a6 a8 54 60
Median follow-up (range) 36.9 months (0-63.9) Months (Time from Randomization)
Patients-at-Risk
Pembro 354 313 280 253 218 152 115 SO 17 10
Observ 348 296 249 227 195 139 117 45 23 12

Apolo et al. NEJM 2024



AMBASSADOR study

Subgroups Pembro

Evenis/N

Pembro vs. Observ. 185/354

Age Group
<65 60/120
65-75 82/145
75+ 43/89
Gender
Female 39/83
Male 146/271
Pathologic stage
pT2/3NO or NX 49/146
pT4NO or NX 11119

pT-any N+ (any) 117/180
+ Surg. Margins 8/9

Events/N

194/348

63/125
70/135
61/88

44/95
1507253

62/150
10/20

115/170
78

Hazard Ratio
(95% Cl1)

0.73 0.59-0.90
067 047-097
0.78 0.55-1.10
065 042-1.00
092 058-147
0.70 0.56-0.89
066 045-096
1.19  0.45-3.14
076 0.58-098
036 0.07-1.82

Evants/N EventsN
Pembro vs. Observ. 185/354 194/348 073 0.59-0.90 ks
Prior Neoadjuvant Therapy
——t
Yes 120/228 125/218 072 0.56-0.93 :
——4
No 65/125 69/130 075 0.53-1.06 |
PD-L1 Status ’
\
Positive CPS 2 10 96/203 97/201 0.77 0.58-1.03 T
Negative CPS <10 89/151 97/1147 069 0.51-0.92 .
Primary Tumor Site |
Upper tract 36/81 27173 127 0.74-2.18 '_f_H
Renal pelvis 26/53 11/40 196 0.924.17 l
Ureter 10/28 16133 077 0.29-2.02 .
Lower tract 149/273 167/275 066 0.53-0.83 AT
- - - 5=
o > .“..

Apolo et al. NEJM 2024




New drugs (10 and ADC) may refine also the neoadjuvant setting

MK-905
(NCT03924895)

PIVOT-10-09
(NCT04209114)

VOLGA
(NCT04960709)

Pembro

Nivo

Durva + EV

IO + 10 or
new drug
Pembro + EV — pPCR, EFS
Nivo + NKTR-214 _ pCR, EFS
— Safety,
Durva + Treme + EV EFS, 0S

MK-866 (NCT03924856)
NIAGARA
(NCT03732677)

MK-B15
(NCT04700124)

ENERGYZE
(NCTO04700124)

CDDP-GEM + pembro Chemo

- CDDP-GEM + durva Chemo

- EV + pembro Chemo
Chemo + nivo + Chemo + nivo Chemo

linrodostat

pCR, EFS

pCR, EFS

pCR, EFS

pCR, EFS



NIAGARA Study

Study population
« Adults

« Cisplatin-eligible MIBC
(cT2-T4aN0/1M0)

« UC or UC with
divergent differentiation
or histologic subtypes

« Evaluated and confirmed
for RC

« CrCl of 240 mL/min

Stratification factors
Clinical tumour stage (T2NO vs >T2N0)

Renal function (CrCl 260 mL/min vs 240-<60 mL/min)
PD-L1 status (high vs low/negative expression)

Perioperative

..................................... 1.........

Neoadjuvant
Durvalumab 4 cycles

arm Durvalumab 1500 mg Iv Q3w

N=533 | Gemcitabine + cisplatin

>
=
=
%]
QL
7
-
()
™
S
=
[
o

o g Gemcitabine + cisplatin
Comparator
arm
Gemcitabine/cisplatin dosing

CrCl 260 mL/min: Cisplatin 70 mg/m? + gemcitabine 1000 mg/m? Day 1,
then gemcitabine 1000 mg/m? Day 8, Q3W for 4 cycles

CrCl 240-<60 mL/min: Split-dose cisplatin 35 mg/m? + gemcitabine
1000 mg/m? Days 1 and 8, Q3W for 4 cycles

............................

Adjuvant
8 cycles

Durvalumab
1500 mg IV Q4W

No treatment

EFS was defined as:

Dual primary endpoints
« EFS*
° pCR't

Key secondary endpoint
« OS

Safety

» Progressive disease that precluded RC

» Recurrence after RC

» Date of expected surgery in patients who did not undergo RC

» Death from any cause

Other endpoints (nol reported here): DFS, DSS, MFS, HRQol, 5-year OS

Powles et al. NEJM 2024




NIAGARA Study

Characteristics Durvalumab arm Comparator arm
=533 N=530
Age Median, years (range) 65 (34-84) 66 (32-83)
Sex, % Male 82 82
Race, % White 66 68
Asian 29 27
Black/Other 2 1
Not reported 3 4
ECOG PS, % 0 78 78
1 22 22
Smoker, % Yes (current or former) I 75
Renal function*, % CrCl 260 mL/min 81 81
CrCl 240-<60 mLU/min 19 19
Tumour stage*, % T2NO 40 40
>T2NO 60 60
PD-L1 expressiont, % High 73 73
Low/negative 27 27
Histology, % uc 86 83
UC with divergent differentiation or histologic subtypes 14 17
Regional lymph nodes, %  NO 95 94
N1 5 6

Powles et al. NEJM 2024



NIAGARA Study

NIAGARA: Event-free Survival by Blinded ‘
Independent Central Review (ITT) SR Conparte

arm arm
N=533 N=530
~ Number of events, n (%) 187 (35.1) 246 (46.4)

. NR 46.1
1.0 o 12 months Median EFS (95% CI), months (NR-NR) (32.2-NR)
. o 24 months HR (95% CI) (o.sgf:sz)
' " Stratified log-rank P value* <0.0001

‘ !
i
|

. -

Probability of EFS

04— : ! Median follow-up in censored patients:
: : 42.3 months (range, 0.03-61.3)
0.2 ) l
—+— Durvalumab arm E \
0 —+— Comparator arm | '
| | (L | | | | L | |

L L L L L L L L L L L L L L L L
0 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

No. of palients atrisk Time from randomisation (months)

Durvalumab arm 533 519 475 454 424 401 388 370 356 348 344 335 330 321 315 312 282 269 255 214 202 180 141 140 115 86 81 32 20 20 1 0
Comparatorarm 530 498 437 416 381 358 343 328 313 300 206 288 281 273 204 259 228 219 214 /7 172 1589 132 120 94 69 62 24 18 16 2 0
Powles et al. NEJM 2024



NIAGARA Study

pCR rate (%)

NIAGARA: Pathologic Complete Response (ITT)

Formal analysis (Jan 2022) Re-analysis (Apr 2024)
Odds ratio 1.49 (95% CI, 1.14-1.96) Odds ratio 1.60 (95% Cl, 1.23-2.08)
P=0.0038 nominal P=0.0005
40 - | 40 - '
30 1 33.8% %"; :’9";:5
20 1 1805353 25.8% = 95% CI, 33.2-41.6 &l.'
- 95% CI, 29.8-38.0 1aman o 146/530
1 95% C1. 22.2-29.8 4 95% Cl, 23.8-31.6
O =l
Durvalumab arm Comparator arm Durvalumab arm Comparator arm
N=533 N=530 N=533 N=530
Powles et al. NEJM 2024



NIAGARA Study

NIAGARA: Overall Survival (ITT)

Durvalumab Comparator

arm arm
N=533 N=530
12 mosthe Number of deaths, n (%) 136 (25.5) 169 (31.9)
1.0 m 24 months 0.75
) HR (95% ClI) :
o e - (0.59-0.93)
08 ! P — Stratified log-rank P value* 0.0106
0 ' Tt g
T bbbt LT T TET
s 86.5% e T ——
5 ‘ | 752%
e I E ! Median follow-up in censored patients:
o | ' 48 3 months (range, 0.03-64.7)
£ : :
5 04 : :
S I ) At the time of this analysis, at least 1
) : 1 subsequent anti-cancer therapy was
a | ; reported after treatment
0.2 : : discontinuation for;
—+— Durvalumab arm E E * §3 patients in the durvalumab arm
—+— Comparator a : : * 93 patients in the comparator arm
0 G ¥ 3 F F & F & ¥ 4 3 X F X 4 8 s @ o 3 3 7z 20 /b kol

0 2 4 6 8 10 12 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

No. of paliest st riok Time from randomisation (months)
Jurvalumab arm 533 528 517 505 492 478 468 457 446 440 434 428 423 418 410 408 400 375 349 321 205 271 238 207 182 152 125 9% 68 34 21 7 1 0
Comparatoran'n 530 518 507 480 487 450 438 425 413 402 392 383 378 373 368 363 358 334 311 281 259 239 215 194 174 141 113 90 60 38 21 10 2 O

Powles et al. NEJM 2024



ADC in urothelial cancer

Sacituzumab govitecan Enfortumab vedotin
TROP2 NECTIN4
nn & IVI*MAE
-~
$N381 nhibit Microtub. inh.
N n 0PO 1 INfIbItor DAR: 3.8/1
A A" DAR:76/1 A
A * cleavable
g G1 cleavable g G1
Indication (accelerated app) Indication

Post chemo, PD(L)1 (FDA) Post chemo, post PD(L)1

1L cis-ineligible (FDA)

Main toxicities
- Alopecia - neuropathy
- Skin toxicities- hyperglycemia

Main toxicities
- diarrhea - alopecia
- Fatigue - cytopenia

Disitimab vedotin

HER?2
*

MMAE

Microtub. Inh.

| % DAR:4/
* * cleavable

lg G1

Indication
Clinical investigation

Main toxicities
- alopecia - neuropathy
- fatigue

Trastuzumab deruxtecan

HER?2
lg G1
Indication
TBD

Main toxicities
-nausea - diarrhea
-Anemia -ILD



We can expect even more from EV + pembrolizumab

In metastatic setting

Progression-Free Survival per BICR

Risk of progression or death was reduced by 55% in patients who received EV+P

Progression-free survival (%)

N at risk
EV+P

100
90
80
704
60
50
40
30
20
104

04

EV+P 442
Chemotherapy 444

223 (50.5) 045

(0.38-0.54) <0.00001

307 (69.1)

43.9%

21.6%

11.7%
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 3 M4
Time (months)

442 409 361 303 253 204 167 132 102 73 45 3 17 6 3

HEEN .
Events (% 95% Cl) P value | mPFS (95% Cl). months

12.5(10.4-16.6)
6.3 (6.2-6.5)

Overall Survival

Risk of death was reduced by 53% in patients who received EV+P

EENF .
7] % (95 P value | mOS (95% CI). months
904 EV+P 442 133(30.1) 0.47 31.5 (25.4-NR)
‘ <0.00001
804 Chemotherapy 444 226 (50.9)  (0.38-0.58) 16.1 (13.9-18.3)
= 70 Median survival follow-up: 17.2 months
g 604
g 50
w
5 40 1
g 304
20
10
04
—— T —T— T — T —T— 71—
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Time (months)
N at risk
EV+P 442 426 409 394 376 331 270 222 182 141 108 67 36 2 12 8 1 1 1

In peri-operative setting ?

Powles et al. NEJM 2024



Phase Il RC48-C017 trial: DV + PD1 inhibitor (Toripalimab)

Key Eligible Criteria:

Histologically confirmed urothelial
carcinoma; DV 2mg/kg*
MIBC at stage of cT2-T4a, NO-1, and
MO;

Eligible for radical cystectomy (RC)

+ pelvic lymph node dissection Q2W x 6 cycles
(PLND);

HER2 expression: IHC 1+, 2+, or 3+. Neoadjuvant Adjuvant

+ Toripalimab 3mg/kg

Toripalimab 3mg/kg Q2W x 20 cycles

Radical
Cystectomy

Patients Received RC

N=33 . .
Piihclogical Teopones e Cross comparison with other

RCR (/RTOMN05. 1 (R} £A168%) trial challenging
95% ClI 45.1-79.6

Pathological response (SypT1NOMO), n (%) 25 (75.8)

95% CI 57.7-88.9
Pathological staging, n (%)

) 21 (63.6)

ypT<SiINO 4 (12.1)

ypTisNX 1(3.0)

ypT2NO 4(12.1)

ypT3NO 3(9.1)

ypT4 or ypTany 0

Pathological lumor assessed by the locsl palhologists basaed on the postoperalive pathology
“Potvic lymph-node not pesformed

* Inconsistentdefinition of pCR

Response Rate

Sheng et al. ASCO GU 2025



Other promising drug include new intravesical devices

TAR-200 Two Minitablet Design

SunRISe-4: Phase 2b Study of Neoadjuvant TAR-200 +
Cetrelimab in Patients With MIBC (cT2-T4a NOMO)

Po::el:::r; i r j Primary end point

« Histologically confirmed TAR-200 \ N Sl it d i
c¢T2-T4a NOMO MIBC TAR-200 + 5
(absence of nodal or Cotralliiab 225 mg gemcitabine Q3W Follow-up Secondary end points
metastatic disease at (indwelling) 12 weeks W 4-108 BN SNCINTRRHE NN BV
screening) il + Cetrelimab IV e * Safety

» Predominant UC histology (N=79) for 12 weeks

+ ECOG PS of 0-1 < Radical » Every 4 weeks Exploratory end points

: ISn:Il‘ig(l’t:’I; grf:’erf;zlng NAC U “""L \;Vgek 12 Pathologic OR rate (sypTINO)

e * Overall survival
Cetrelimab ] ﬁ:f‘: uiev:egg + Time to symptomatic

Stratlficatlon Monotherapy Cetrelimab IV alone post RC (end of progression

¥IJ::)lBeTresldua'l czisease at Cohort 2 for 12 weeks study) * Quality of life according to
complete vs (N=41) FACT-BI

incomplete (<3 cm) Y v J + Pharmacokinetics

« Tumor stage at MIBC

diagnosis: cT2 vs cT3-4a + Biomarker analysis

Necchi et al. ESMO 2024



Other promisind drug include new intravesical devices

100 -

80 -

Rate, %

20 A

60 4

40 -

Efficacy-Evaluable Population (cT2-cT4a)

L pOR, 60%

(95% Cl, 46-74)

pPCR, 42%
(95% Cl, 28-56)
PCR, 23%
(95% CI, 10-41)
TAR-200 + Cetrelimab
Cetrelimab Monotherapy
(N=53) (N=31)

.

* pCR defined as ypTONO
* pOR defined as <ypTINO

—pOR, 36%

(95% CI,19-55)

=123

Necchi et al. ESMO 2024



Outline

2- we will offer more bladder preservation thanks to highly these effective systemic drugs



Challenge : Biomarkers and clinical complete response

The definition of a complete clinical response to identify those who can safely avoid radical
cystectomy remains unstandardized.

Various trials, such as Alliance (incorporating DDR gene alterations, imaging, and TURBT), HCRN GU
16-257 (using cytology, imaging, and TURBT), and RETAIN (focusing on gene alterations, imaging,
and TURBT), have attempted to define response criteria.

Despite these efforts, a significant number of patients on active surveillance after induction
chemotherapy have experienced recurrence.



genomic biomarkers and chemotherapy ?

First question
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First question : genomic biomarkers and chemotherapy ?

Prospective validation: RETAIN-1 trial

Consent signed (N = 102)

Not eligible (n = 24)

— Treatment began (n = 78)

Not evaluable {n=8)
One cycle of MVAC (n=5)
Death before TURBT 2 {n=1)
Lack of tissue n=1)
Original protocol without active (n = 1)

surveillance as an option

No residual Active
tumor/cTo surveillance
and
mutation-pos (+) Intravesical Tx

1

cTa orcTis or or
Chemo-RT

cT1 or pos (+) i
TURBT 1§ AMVACx3 o TURBT2 il CLTOITCT, or
cystectomy

Sequencing
(Caris)
mutation-positive

Mutation-negative and/or
any residual disease (n = 45)

Chemo-RT
or

cT2

g

cystectomy

CEine 2 a0y Definitive therapy . Active AmETmEEEE D=3
SR =cT3 ot _ Intravesical . mrlgroluu)l active surveillance >
s _-—P crr =0 By [l soreitarce (M -
FANCC \. J
ERCC2
Primary endpoint: MFS at 2 years ( P >=0.64) e
I
2 year MFS for the |l patients: 72.9% (lower bound : 62.8%) | | i , |
50 60 70 80 90 100
MFS (%)

|
FIG A3. MFS and ERCC?2 status. HC, historic control;
MFS, metastasis-free survival; NIB, non inferiority
boundary.

Primary endpoint not met
48% of the AS group avoided cystectomy

No association bewteen mutation and MFS Geynisman et al. JCO 2024



Preliminary data from RETAIN-2 study

Major Inclusion Criteria: RETAIN-2 Schema : r B

- ¢cT2-T3NO

- Predominant Urothelial — ¢ > RETAIN-1 vs RETAIN 2
Carcinoma of Bladder :

- ECOG0-1 RETAIN-1 was neoadjuvant ddMVAQ alone

* MFSin active surveillance patients is
TURBT | superior 82% versus 64
RET .

+ TURBT #2

> 5o No mutation OR Intravesical T ; i i
ddMVAC X3 Sumee | | Any residual - TR * Higher ypTO rates in cystectomy patients

cytology dlsease, positlve Physician Choose Chemo-RT 0, (o)

Cystectomy * Local recurrence rates in AS patients are

NGS (Caris): Mutation

positive defined as Primary endpoint: |Ower (32% versus 62%)

alterations in: biomarker 2-yr Metastasis Free Survival . . . .
ATM, RB1, ERCC2 Follow up: 5 years * The metastasis-free and intact unirradiated

bladder proportion is higher (60% versus

Metastasis free survival (MFS) is defined as the absence of a recurrence of urothelial carcinoma that is >cN1 (more than one
clinically suspicious pelvic lymph node) or surgically unresectable local recurrence (e.g., >cT4a) or M1 disease). 48%)

e At the time of interim analysis, chemoimmunotherapy with ddMVAC + nivolumab was associated with a
metastases-free survival rate of 84.2% in ITT and 82% in the active surveillance arm

 60% of active surveillance patients are metastases-free and with an intact un-irradiated bladder

e Suggests an additive benefit of adding nivolumab to ddMVAC

Ghatalia et al. ASCO GU 2025



Second question : Molecular subtyping and chemotherapy ?

P=0.019
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 The luminal molecular subtype appears to have less aggressive clinical presentation (in many cases), reflected

by good outcomes.

* Luminal tumors are more likely to be organ-confined (pT1-2NO) at surgery.

e Basal tumors might have greater benefit from neoadjuvant chemotherapy.

* Theissue: intratumor heterogeniety and reproductibility of such biomarker,

Seiler et al. Eur Urol 2017

Allory et al. Ann Oncol 2025



Will gene expression subtype guided neoadjuvant chemotherapy and/or
immunotherapy ?

Gusto trial

. f ™ .
Treatment Pathway Neoadjuvant Adjuvant
. Treatment Surgery Treatment
Allocation
(4 cycles) ) (8 cycles)

Gene Expression Subtyping

N
4 N
. vy




pCR (%)

Third question : Immune biomarkers and and IO

Role of TMB: unclear I : o
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Powles et al. Nat Med 2019; Van Dijk et al. Nat Med 2020; Gil-Jimenez et al. Nat Med 2024



Third question : Immune biomarkers and and IO ?
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* Follicular helper CD4* T cells and IgG against urothelium-invasive Escherichia coli were found to direct clinical
response such as progression-free survival after pembrolizumab treatment.
¢ (CXCL13 produced by tumor-localized blood central memory T, cells was found in the plasma of patients who

responded
Goubet et al. Cancer Discovery 2023



NECTIN4 FISH

NECTIN4 IHC
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Fourth question : biomarkers and EV+pembro (if MK-B15 and MK-905 are positive ) ?

NECTIN-4 amplification ?

NECTIN4 Amplified

Best Overall Response on EV,

Chi Square P <.001

PRIM MET PRIM MET
. FD
| Amplified Amplified 1.0 4 == sD
n=8 n=8 °\° 0.8 - —— =3 MR
Amplified _Amplified — % C3Jcr
n=1 n=1 Amplified Amplified 3 0.6
= padaa
Amplified Amplified =5}
Amplified Amplified 8— 04
Amplified Amplified s-j
Amplified Nonamplified 0.2 4
Nonamplified:  Nonamplified:
n=19 n=19
Membranous NECTIN-4 H-score 0.0 - :
Strong Low »g,b eb
Moderate Negative & &
S L
S v,\‘\‘
&

mUC-EV Cohort

100 —“_‘_“_“_1—‘7

Log-rank P < .001

Klumper et al. JCO 2024
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NECTIN-4 and PDL1 expression ?

Distribution of Nectin-4 H-Scores Was Skewed Toward
High Expression

H-Score of Nectin-4 Expression at Across Both Arms
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aVAF%

Patients withaut detectable ciDMNA (%)

Fifth question: Can we predict response to therapy with ctDNA ?

Nabucco trial (Ipi + Nivo) using

multiplex PCR-based NGS Arrhus cohort: personalized ctDNA assys using

multiplex PCR-based NGS
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ctDNA detection before cystectomy is associated with response and PFS

Van Dorp et al. Nature Med 2022 Lindskrog et al. CCR 2023



Does imaging help ?

Morphological assessment of TIW and
T2W images

Step 1

1. Is there any detectable residual disease?

¥ N

No Yes

Step 2 Assessment of DWI

2.1s there any hyperintense spot in the region of interest with
high signal intensity (using a b-value of 1000 s/mm?2)2
A

7N
/ \
/ N
y \

No Yes

yes
Step 3 Assessment of CE

3. Is there any residual CE suggestive for residual viable
fumorg

BUT

No Yes

* Agreement between the internal and external assessments is modest (K values: 05- 0.76)
* Similar results for chemotherapy
* Consensus needed

Al may help
Necchi et al. Eur Urol Oncol 2020



Do we need to combine multiple assays ?

cCR definition:

1) no evidence of malignancy on biopsy except Ta

2) No malignant cells on urine cytology

3) No evidence of relapse on cross-sectional imaging (MRI)

Clinical
restaging
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The need of prospective validation: STARBUST-1 trial

t=max2w
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. t = 3-4w after
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NOT CONSENTED

t=6-8w
after NAT

P <=0 —-0m—-Aw0n-<0

v

Sample size calculation :
identify a biomarker that has a sensitivity
to detect muscle invasive disease higher
than 80% (powering for 92%) and
specificity higher than 60% (powering for
75%)

220 RC patients

Potential follow up?

Endpoints: pathological response on RC specimen

,EORTC

European Organisat



The need of prospective validation: STARBUST-2 trial
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The need of prospective validation: NEO-BLAST trial

NEO-BLAST: Neoadjuvant Therapy for Bladder Cancer Followed by Active Surveillance

vs Treatment
NCT06537154

CtDNA

MRI pelvis Definitive local treatment ***

TURBT + cytology
CT chest/abdo/pelvis

Cysto « CT  Cysto « CT Cysto + CT Cysto + CT
Standard of +CONA  +ctONA O v +tONA OO 4 clDNA

cdre

Randomization

neoadjuvant

therapy (NAT)

Restaging

for cT2
4aNOMO

bladder ca

months

**Definition of cCR:
*  Negative MRI (VI-RADS 0-1-2)
*  Negative repeat TURBT (< cT1, no extensive CIS)

* Negative ctDNA
*  No mets (nmtm conventional C‘rmal or PU.CT) *NAT = any SOC mgimen Wd at time of enrolment (Ct'whtin, EV, |°, mJ

Exploratory: Negative utDNA *** Patient/investigator’s choice; Radical cystectomy or TMT




Outline

3- Decision-making will be based on MRD



Molecular residual disease
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Powles et al, Nature 2021



ctDNA impact management decisions

TOMBOLA

A national, non-randomized, ctDNA based intervention study
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190 patients included Atezolizumab 5 years follow-up

Bjerggaard Jensen et al. ESMO 2024



ctDNA impact management decisions but does it change the outcome ?
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Of the ctDNA- patients, only 2 (3%) developed metastases (different from the IMvigor011 trial that demonstrated a 10%
metastatic rate in ctDNA- patients) Bjerggaard Jensen et al. ESMO 2024



Biomarker-driven trials are ongoing

IMVIGOR 011 study (ctDNA + tumors) MODERN Study

Seamless phase 2/3
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NIAGARA Study

Study population

« Adults

« Cisplatin-eligible MIBC
(cT2-T4aN0/1MO0)

« UC or UC with
divergent differentiation
or histologic subtypes

« Evaluated and confirmed
for RC

* CrCl of 240 mL/min

arm

Durvalumab

N=533

N=530

arm

Comparator

Perioperative
TN T R AT

Neoadjuvant
4 cycles

Durvalumab 1500 mg Iv Q3w
Gemcitabine + cisplatin

Gemcitabine + cisplatin

)
E
=
5]
QL
N
>
o
©
2
o
[
o

Adjuvant
8 cycles

Durvalumab
1500 mg IV Q4W

No treatment

* Whatis the contribution of neoadjuvant phase vs adjuvant phase ?

Does ctDNA help ?

Dual primary endpoints
« EFS*
° pCR't

Key secondary endpoint
« OS

Safety




Biomarkers in perioperative setting

PDL1 expression

o
Predicts relapse

Predicts response
to NAC

Predicts response
to 10

Other immune biomarkers

uuuuuuuuu

...........

Predicts relapse .
Predicts response .

to NAC

Predictsresponse ||}
to 10

MRD

(i |
=

Predicts relapse
Predicts response

to NAC

Predicts response
to 10

Molecular subtyping

Predicts relapse .

Predicts response
to NAC

Predicts response .
to 10



Conclusion

1- we will have access to immunotherapy in peri-operative setting and other very effective drugs
2- we will offer more bladder preservation thanks to highly effective systemic drugs

3- Decision-making will be based on MRD
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