7! ANNUAL Emerging personalized
therapies for the management
of urothelial carcinomas

L]
7" MAY 2026 > A
MADRID .

El papel del ctDNA en Ila decision del
tratamiento postoperatorio del CVMI.

Begofa Pérez Valderrama
Oncologia Médica. Hospital Universitario Virgen del Rocio, Sevilla.



7™ ANNUAL
Emerging personalized therapies for the

management of urothelial carcinomas

CONFLICTOS DE INTERES

v Employment: none

v Consultant or Advisory Role: Astellas Pharma, Novartis AAA, Astra-Zeneca, Bayer, Bristol-Myers-
Squibb, Recordati, Ipsen, Merck, Pfizer, MSD, Janssen

v Stock Ownership: none

v Research Funding: none

v Speaking honoraria: Novartis AAA, Almirall Pharma, Astellas Pharma, Astra-Zeneca, Bayer,
Bristol-Myers-Squibb, Merck, MSD, Roche, Pfizer; Janssen

v Travel/Accommodations: Bristol-Myers-Squibb, Pfizer, Roche, Astellas Pharma, MSD, Merck




7t ANNUAL Emerging personalized
therapies for the management

CVM I of urothelial carcinomas

7" MAY 2026
MADRID

* Tratamiento perioperatorio: QT

Neoadjuvant treatment Adjuvant treatment

Radical

Neoadjuvant cystectomy Adjuvant
Trial Adj. CT  Control Haz. ratio % Weight
cT Control O-E Variance Hazard Ratio o .
‘ : : identifier AN N N=1183 (10 RCTs) 5% (Fixed)
Single agent platinum i
Wallace [2] 59/83 50/76 274 27.18 I L - + i '
Martinez-Pineiro [3] 43/62 38/59 033 20.11 I ; i Skinner 34/50  40/52 _"‘;—— 0.75 (0.48, 1.19) 12.26
Raghavan [2] 3441  37/55 585 1651 = Bono 1443 2007 —_— 0.64 (0.3, 1.26) 5.67
Sub-total 136186 125190 892 63.80 ‘%@* HR=1,15 (5% C1 0.90-1.47)p=0.264 Studer 2346 22145 _— 1.02 (0.57, 1.84) 737
Platinum-based combinations ! Freih 1326 17125 B 0.75 (036, 154 4.90
Cortesi unpublished 43/82 4171 -1.87 2084 | ree 1 75 (0.36,1.54) '
Grossman (9] 98/158  108/158 -1361 51.00 H— Stockle 2006 2003 2~ ——— 0.56 (0.30, 1.05) 6.54
Bassi [5] 53102  B0/104 -195 28.13 .y ot a5 20 N 0.2 (045, 18 050
MRC/EORTC [6] 275/491 301/485 -23.69 143.61 H—.——{ ° i 62 (049, 1.38) :
Malmstrom [8] 68/151 84/160 997 37.94 H—a——t— Stadler 12/58  9/56 T 1.16(048,2.80) 3.27
Sherif (8] 79/158 901159  -6.37 4218 L ) i
Sengeiov (7] kel i oo 3Tae ] ) Cognetti 460102 38/92 “ 1.29 (0.84, 1.99) 13.80
H—T— —_—
b T RS S Sl & T — Sternberg 661141  82/143 “ 0.77 (0.56, 1.06) 24.41
: Zhegalik 35553 3047 —— 0.70 (0.45, 1.11) 12.28
i
S i B Sk i A _‘ i A i Overall, fixed ~291/600 319/583 < 0.82 (0.70, 0.96), p=0.02 100.00
i Overal, random < 0.62 (0.70, 0.96), p=0.02
0 05 { 15 2 (Fmom, p=08)
OS ABSOLUTE BENEFIT' 5% NeoCT better Caontrol better 0;5 100 s 60
5y-OS ABSOLUTE BENEFIT: 6% Adjuvant CT better ' Control better

ABC Meta-analysis. Eur Urol 2005.
ABC Meta-analysis Collaborators Group. Eur Urol 2022.
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* Tratamiento perioperatorio: QT

cT2-4a (+/- N+)

p > ypT2 and/or ypN+ vi
CISPLATIN-BASED Radical Surveillance ]
CHEMO Surgery \
.
Fit \
Radical CISPLATIN-BASED y
Surge HEM . . s . s
| e CHEMO 0 v"Any option for cisplatin-ineligible
P 66% atients?
. of patients with T2 P ‘
Unfit Radical | | % » | disease receiving NAC . . ) .
Surgery prior to RC may not v'Any option for patients with residual
Up to respond and are at risk disease7
of progression to = pT2 e
83% and 52% disease; 5-year DSF
[ SURVEILLANCE ] of patients may be may be as low as 40%*
ineligible for
neoadjuvant and
adjuvant cisplatin-based
therapy, respectively;

there is no SOC for these
patients®
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* Tratamiento perioperatorio: inmunoterapia

igh-risk MIUC (including UTUC)
Radical cystectomy/nephrouretectomy

Neoadjuvant:

2 ypT2 or pN+ if prior NAC

Adjuvant:

2 pT3 or pN+ if ineligible or decline
cisplatin-based AC

-~
N

[ PD1/PD-L1 blockade]

Placebo or
observation
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AMBASSADOR Alliance (NCT 03244384) J—
High risk muscle invasive urothelial R_”,‘"
carcinoma of the bladder, ureter, and renal T

_pelvis
CheckMate 274 (NCT 02632409) R(1:1)
High risk muscle invasive urothelial =
r—o

carcinoma of the bladder, or uppertract

IMvigor010 (NCT 02450331)*

High risk muscle invasive urothelial
carcinoma of the bl;

Pembrolizumab

200mg IV Q3W x 1 year Co-primary
DFS & 0S
Observation
|
Nivolumab
240mg IV Q2W x 1 year — DFS
+ PD-L1+
Placebo Q2W — * Al
|
Atezolizumab pm—
1200 .
DFS
Observation I —_—

Nadal R. Curr Treat Opin Oncol 2018.
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* Tratamiento perioperatorio: inmunoterapia

DFS ITT DFS PD-L1 positive
All randomized patients? Patients with PD-L1 > 1%
CheckMate-274 A :
100- Treatment Median DFS (95% Cl), months 1004 Treatment Median DFS (95% Cl), months
Stratification factors NIVO (n = 353) 21.9 (18.8-36.9) NIVO (n = 140) 55.5 (25.8-66.5)
N =709 + PD-L1 status (<1% vs > 1%)* 904 PBO (n = 356) 11.0 (8.3-16.6) 904 PBO (n = 142) 8.4 (5.6-20.0)
+ Prior neoadjuvant cisplatin- HR (95% Cl), 0.74 (0.61-0.90) HR (95% Cl), 0.58 (0.42-0.79)
Key inclusion criteria based chemotherapy 804 801
«  Patients with ypT2-ypT4a or ypN+ MIUC who had neoadjuvant + Nodal status 70
cisplatin chemotherapy NIVO IV
240 mg Q2w 60
+ Patients with pT3-pT4a or pN+ MIUC without prior neoadjuvant 504 [ T
cisplatin chemotherapy and not eligible/refuse adjuvant H H
cisplatin chemotherapy 40 1‘“4‘\ 1 1 H
PBO IV i e L
«+ Radical surgery within the past 120 days Qw “ 0 30 33.1%} 2% 32.2%
« Disease-free status within 4 weeks of dosing E i 204 E i E
s 10] ool
Median follow-up -> 60 months H ! . i i :
00 % 1 15 24 30 % 4 45 % o0 & 2 T 4 B % 6 12 18 24 30 36 42 48 54 60 66 72 78 84
AMBASSADOR 100+ DFSITT s DFS PD-L1 negative .,
No. of buents/  Disease fee 100 No. of Events/ Disease-free
90+ of Patients  (95% Cl) % Total No. Survival
G mo - f Patient: 95% CI
Key Eli. lblll 204 Pembrolizumab 185/354 29,6 (20.0-40.7) N ¢ mo )
1 =’ & Observation 194/348  14.2 (11.0-202) 20
= Muscle-invasive urothelial Strati N=739 | Pembrolizumab 704 Hazard ratio for disease progression or death, Pembrolizurr,ab 89/151 17.3 (13.2-32.0)
ca:cinomsj bladder, urethra, renal ‘ DDl stariet 200 mg q3W S‘Z.J%E(:spﬂ:uoc(\;ugzsﬁgi?:nk - 704 Observation 97/17 9.0 (6.9-15.3)
pelvis, ureter ‘ 1 year (18 cycles) 60 Pembrolizumab 60 Hazard ratio for disease progression or death,
) = Neoadjuvant 0.71 (95% Cl, 0.53-0.95)
= Post-radical surgery T . —> 50
pl pl o S 50+ Pembrolizumab
or ureterectomy) > 4 but < 16 weeks (O ——— ‘ 40 . 404
3 . 3 Observation
. Pathologic stage:
=Post-neoadjuvant chemotherapy 30
: o pT2/3/4aN0 30
and > pT2 and/or N+/+margins ‘ o pl4aNO
I OR . o pT4bNx/N1-3 204 204 Observation
=cisplatin-ineligible or refusing and o +surgical
> pT3 and/or pN+/+margins ‘ o 104 104
|
0 T T T T T T 1 0 T T T T T T 1
Median follow-up -> 44.8 months 0 6 12 18 24 30 36 42 0 6 12 N 2 N B 42

Galsky MD, et al. Ann Oncol 2026;37:69.
Apolo AB, et al. N Engl J Med 2025;392: 45.
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* Tratamiento perioperatorio: inmunoterapia

OS ITT OS PD-L1 positive
- . . i j - b
CheckMate-274 All randomized patients® Patients with PD-L1 > 1%
Stratification factors Treatment Median OS (95% Cl), months Treatment Median OS (95% Cl), months
N =709 + PD-L1 status (<1% vs 2 1%)? 1004 NIVO (n = 353) 75.0 (56.7-NE) 100 NIVO (n = 140) NR (70.0-NE)
. . o «+ Prior neoadjuvant cisplatin- PBO (n = 356) 50.1 (38.0-72.1) PBO (n = 142) 59.4 (29.1-NE)
Key inclusion criteria based chemotherapy 90 x 901 HR (95% Cl), 0.63 (0.44-0.90)
HR (95% Cl), 0.83 (0.67-1.02)
Patients with ypT2-ypT4a or ypN+ MIUC who had neoadjuvant + Nodal status 80 80 388 o6
s 5 NIVO IV ! oo
cisplatin chemotherapy 704 U-\x ’ 64.3
240 mg Q2W 70 . : ;
Patients with pT3-pT4a or pN+ MIUC without prior neoadjuvant o 60 N ' .U‘-“m;
cisplatin chemotherapy and not eligible/refuse adjuvant SR ‘ ‘i
cisplatin chemotherapy PBO IV 50 501 H H T
. s e T == ' i i uuul
Radical surgery within the past 120 days Qw 404 ! : 404 ! ! !
H H | H H
Disease-free status within 4 weeks of dosing 304 i i 304 E E i
204 H H 204 : : :
Median follow-up -> 60 months 104 ! ! 104 : i !
H H H H H
B B B —_—
6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 6 12 18 24 30 36 42 43 54 60 66 72 78 84 90 96 102 108
100-4 OSITT
Key Eligibility 90
Strati N=739 Pembrolizumab 4 }
= Muscle-invasive urothelial ‘ Stratify ) 30 =+t Pembrolizumab
carcinoma: bladder, urethra, renal A o 200 mg q3W o
- PD-L1 status' 70+ .
pelvis, ureter ‘ 1 year (18 cycles) g
= Post-radical surgery R Condivant —> 60 Observation "Wy No. of Events/ 3-Yr
ph pl yesmo 50 Total No. Survival
or ureterectomy) > 4 but < 16 weeks (O ——— of Patients (95% Cl)
. i . 40
=Post-neoadjuvant chemotherapy Opaﬂ:-i.lzo/%l/i:gge’ percent
and > pT2 andlor Ni/tmargins |, pT4aNo 30 Pembrolizumab 131/354  60.8 (95% Cl, 55.3 to 66.9)
~chelttinnelligle G i el ohPLINUHLS 204 Observation 126/348  61.9 (95% Cl, 56.5 to 67.9)
> pT3 and/or pN+/+margins ‘ o il
‘ = 10 Hazard ratio for death, 0.98 (95% Cl, 0.76-1.26)
. 0 T T T T T T 1
Median follow-up -> 44.8 months 0 5 12 18 24 30 36 0

Galsky MD, et al. Ann Oncol 2026;37:69.
Apolo AB, et al. N Engl J Med 2025;392: 45.
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* Tratamiento perioperatorio: estudios en marcha

Cisplatin eligible Cisplatin ineligible
1
=
! KN-905/EV-303
1 NCT03924895
a I EV + Pembro x 3 EV X 6 + Pembro 14
= 1
O
NCT039248%8 GC + Pembro x 4 g Pembro x 13 ' =
S : £
3 : 3
ENERGIZE (&) : z
NCT03661320 T 1 DurvaT ©
S 1 +EVXx3 5
1 (1]
1 o
EV + Pembro x 4 EV x5 + Pembro x 13 : No preop therapy Per physician choice
EV-304/ ]
KN-B15 I ! Volga
1
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* Tratamiento perioperatorio: estudios en marcha

v" NIAGARA (fit), EV-303 (unfit), EV-304 (fit) aumentan SG -> ;qué aporta cada parte?

| Neoadjuvant treatment | | Adjuvant treatment |
| Radical |
cystectomy
Ventajas Ventajas

v’ Tratamiento quirdrgico estandar no se retrasa
v’ Tratamiento precoz de las metdstasis subclinicas
v’ Tratamiento precoz de las metdstasis subclinicas
v Testa sensibilidad al tratamiento “in vivo”
v’ Tratamiento de enfermedad resistente / residual (si neoadyuvancia previa)
v’ Podria aumentar la preservacién vesical (quimioseleccién)
* Valor prondstico de pTO v’ Mejora la seleccién del paciente segun riesgo (estadio patolégico).

v' ;Debemos tratar a todos con todo? -> Toxicidad y acceso
v" ;Qué aporta la fase adyuvante en el tratamiento peri-operatorio ( pT0 ¢,?)

v' ;Cuéanto tiempo debe durar la adyuvancia?
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* Biopsia liquida: ctDNA y utDNA

Permite seguir la evolucién tumoral
(monitorizacién genémica)
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Biopsia de Tejido

- Fotografia estatica del
tumor

- Captura heterogeneidad
espacial limitada

- Altamente invasiva

ctDNA (Sangre)

* Monitorizacién sistémica
dinamica

- Captura MRD y
micrometastasis globales
- Permite seguimientos
seriados en tiempo real

utDNA (Orina)

- Deteccidn ultra-localizada
- Alta sensibilidad para
recurrencia local (NMIBC)

- Totalmente no invasiva
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* ctDNA: aplicaciones clinicas

Enfermedad minima residual
Monitorizacion postquirdrgica

SI Improve cancer screening TUMOR-INFORMED
o - : :
- @ Detect minimal residual disease * Uses information about the / §
) individual cancer from tissue (i‘f
Monitor for response to therapy » Pros: specific and established ~ —

* Cons: time and cost

Estimate cancer aggression

. : TUMOR-NAIVE
Predict treatment efficacy

Relies on de novo detection of

Identify resistance mechanisms ctDNA features (e.g. mutations) 5/
Characterize biology and evolution Pros: quick; can also screen ’\J

Cons: lower specificity

Seleccion de terapias dirigidas
Perfiles iniciales en enf. metastasica

Adaptado de Wyatt A, et al. ASCO GU 2025.
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* ctDNA: plataformas

Plataforma

Genes / Variantes Alteraciones detectadas

SNV, indels, fusiones (ALK/ROS1/RET/NTRK/FGFR), CNV (ERBB2,
MET, EGFR), MSI, bTMB

Guardant360 CDx Tumor-agnostic Captura hibrida + UMI 74-83 genes

MRD sin tejido tumoral; mejor en CRC y mama; en evaluacion en

Guardant Reveal Tumor-naive MRD Mut + metilacién + UMI Panel epigenético + 60 genes urotelial

SNV, indels, fusiones, CNV, MSI, bTMB, LOH, BRCA1/2 germinal y

FoundationOne Liquid CD: T - ti Captura hibrid 324
oundationOne Liqui X umor-agnostic aptura hibrida genes somética; CDx erdafitinib en urotelial

SNV, indels, fusiones, CNV, MSI, bTMB; integracién con tejido y

Tempus xF / xF+ Tumor-agnostic Captura hibrida 105 /523 genes RNA
Caris Assure Tumor-agnostic WES + WTS + WBC pareado Exoma completo SNV, indels, CNV, fusiones, cfRNA, firmas funcionales
OncoBEAM (Sysmex) Tumor-agnostic BEAMing Hotspots (KRAS, BRAF, EGFR, PIK3CA) SNV puntuales en variantes hotspot

SNV/indels personalizadas; LOD ~0,01%; usado en

Signatera (Natera) Tumor-informed MRD WES tumor - mPCR + NGS 16 variantes personalizadas IMvigor010/011, MODERN, TOMBOLA

RaDaR (Inivata/NeoGenomics) Tumor-informed MRD WES tumor -> captura hibrida 48 variantes personalizadas SNV/indels; LOD <50 ppm; datos en MIBC (Christensen 2019)

NeXT Personal (Personalis) Tumor-informed MRD WES tumor -> panel masivo Hasta 1.800 variantes personalizadas  Ultra-sensibilidad (LOD ~1 ppm); en evaluacién en urotelial

Haystack MRD / SAGA / PCM Tumor-informed MRD mPCR / AMP 16-50 variantes Equivalentes funcionales a Signatera; uso creciente

Galleri (Grail) MCED / cribado Metilacion dirigida 100.000+ regiones metiladas Deteccion multicancer; sefial de origen tisular

Adaptado de Pascual J, et al., Ann Oncol 2022;33(8):750, con datos de fabricantes.
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* ctDNA: aplicaciones clinicas

S . . Risk determination/ sn Treatment selection Monitoring for
o Patient identification o surveillance ‘. metastatic setting o efficacy
+ Sereening ¢ Dk e e Patient selection Post-treatment care Post-treatment care
+ Early detection - Surgical intervention

+ Monitoring of treatment
response

+ Monitoring of patients in
remission for cancer

- Assessment of residual
disease post-resection or

« Screen for presence of
cancer in healthy

- Screening for disease
relevant mutations

individuals other adjuvant tx . recurrence / metastasis
+ Detection of
- Stratification of patients secondary resistance
with residual disease to
Y assess need for

intensification of tx

|

1st line 2nd line

Relapse

0

c
]
e
©
i
o
o
®
<
<
Q
°

Levels of ctDNA

‘u ,i/i”:

Time

Adapted from Manolitsis |, et al. Expert Rev Anticancer Ther 2025;25(7):787.
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e ctDNA: Estudios clave en CVMI

Poblacion Resultados clave

Aclaramiento de ctDNA durante NAC asociado a RFS a 3

Christensen et al. Quimioterapia neoadyuvante con regimenes basados ~ MIBC localizado en NAC (n = 68); estudio

. - o o . i L
[28,29] Prospective cohort study en cisplatino; ctDNA medido pre- y post-NAC observaciohal prospectivo afos del 88% vs. 46% en ctDNA persistente; predictivo de
outcomes a largo plazo
0, g o 5 .
ABACUS - Inmunoterapia con atezolizumab antes de MIBC no candidato a cisplatino (T2-T4aNOMO) con 2 Tas? de G ETAIC paueptes CtDNA rTegatlvos,
Phase II, single-arm X . X . X ) positividad de ctDNA correlacionada con riesgo de
NCT02662309 cistectomia; ctDNA como endpoint exploratorio ciclos de atezolizumab (n = 95) N—
NABUCCO Doble bloqueo immune checkpoint (ipilimumab + MIBC localmente avanzado, operable (T3-T4aN0- Negatividad de CtD'\,U',\ encirugia preduo' PFSa 12 meses
Phase I/l A L . A R R del 88%; ctDNA-positives con recurrencia
NCT03387761 nivolumab) prequirdrgico en cohorte de alto riesgo 1MO); sin terapia sistémica previa (n = 24) I
significativamente mayor
IMvigor010 Phase il RCT Inmunoterapia postoperatoria (atezolizumab) vs. MIBC alto riesgo postcistectomia (pT2—-T4a o pN+) Ensayo globalmente negativo, pero ctDNA+ obtuvieron
NCT02450331 observacion tras cistectomia radical randomizados a tratamiento adyuvante (n = 809) beneficio en DFS con atezolizumab (HR 0,58); ctDNA- no
IMvigor011 . Disefio guiado por ctDNA: solo ctDNA+ randomizados CLDNA d'etet.‘:FabIe 4-16 s?manas postcistectomia; En curso; valida ctDNA como herramienta de seleccién
Phase Il RCT (ongoing) > | , randomizacién 1:1 atezolizumab vs. placebo (n = . -
NCT04660344 a atezolizumab vs. placebo tras cistectomia 809) para |0 adyuvante; endpoint primario DFS en ctDNA+
TOMBOLA . PRSI postC|stvectom|a B2 UL SaikEE MIBC postoperatorio en programa de vigilancia con  Resultados preliminares: solo 2 recaidas entre 66 ctDNA-
CLEEN (g (L) M de ctDNA; tratamiento desencadenado por . " o q 0
NCT04138628 Ei e ctDNA; tratamiento al emerger ctDNA (n = 100) negativos (~3%); apoya estrategia guiada por ctDNA
MODERN . Inmunoterapia adyuvante con nivolumab + relatlimab  MIBC postcistectomia estratificado por ctDNA; Evalua eficacia de la escalada de checkpoint (nivolumab +
Phase 11l RCT (ongoing) . o Lo ) ) .
NCT05987241 guiada por estado de ctDNA postquirdrgico ctDNA+ recibe nivolumab * relatlimab (en marcha) relatlimab) en pacientes ctDNA+
VOLGA Esquema neoadyuvante multimodal (gem/cis + MIBC candidato a cisplatino: GC neoadyuvante + Evaluard si el aclaramiento de ctDNA correlaciona con
CLEENIN: (a M1 G0 Ml durvalumab + tremelimumab); incluye monitorizacién  durvalumab + tremelimumab; MRD via ctDNA como  pCRy outcomes a largo plazo; podria definir
NCT04960709 h
MRD por ctDNA endpoint respondedores moleculares

Adaptado de Manolitsis |, et al. Expert Rev Anticancer Ther 2025;25(7):787.
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* ctDNA: aplicaciones clinicas en CVMI

Diagnéstico (Pre-NAC) Cistectomia (Post-NAC) Vigilancia Post-Op

Baseline: ctDNA positivo en Clearance: Intervencién Temprana:
>50% de MIBC localizados. Ensayos como TOMBOLA
Define el panorama exploran el inicio de 10 solo en
mutacional inicial para el momento exacto de I3
posibles ensayos guiados. recaida bioquimica (ctDNA+

seriado), no de forma empirica.
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e ctDNA: Enfermedad Minima Residual

Limite de Deteccién Radioldgica (TAC) Recaida Clinica

Ventana de Anticipacion
Molecular (Lead Time)

Nivel de ctDNA

MRD Positiva

------------------------------------------------------------------------------------------------------------------

Clearance (Curacion)

Tiempo (Meses post-cirugia)
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* ctDNA: tratamiento adyuvante

IMvigor010

N=809
" Key eligibility®

» High-risk MIUC (bladder, renal pelvis, ureter)

* Radical cystectomy/nephroureterectomy with LN
dissection within < 14 weeks
- ypT2-T4aor ypN+ for patients treated with NACP
- pT3-T4aor pN+ for patients not treated with NAC®

* No postsurgical radiation or AC

+ If no prior NAC given, patient had to be ineligible for, or
declined, cisplatin-based AC

+ ECOG PS 0-2

\_ *+ Tissue sample for PD-L1 testing

Primary endpoint: DFS

Median follow-up -> 21.8 months

Atezolizumab

1200 mg q3w
(16 cycles or 1 year)

No crossover allowed

®

Observation® q3w

80 o

60

40

204
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DFS

Observation

(N = 406) (N = 403)
DFS events, n (%) 212 (52) 208 (52)
Median DFS (95% Cl), mo | 19.4(15.9,24.8) | 16.6(11.2,24.8)

18-mo DFS rate (95% Cl), % 51 (46, 56) 49 (44, 54)
DFS HR (95% Cl)2 0.89(0.74, 1.08); P = 0.2446°

Atezolizumab

Observation

100 4

80 o

60 o

40

20 4

Atezolizumab

¥¥¥¥¥¥¥¥¥¥¥¥¥¥¥¥¥¥¥¥¥¥¥¥¥¥¥¥¥¥¥¥¥¥¥¥ Observation
Atezolizumab Observation
(N = 406) (N = 403)
OS events, n (%) 118 (29) 124 (31)
Median OS (95% ClI), mo Not reached Not reached
18-mo OS rate (95% Cl), % 79 (75, 83) 73 (69, 78)

OS HR (95% Cl) 0.85(0.66, 1.09)

T T T T T T T T T T T T

15 18 21 24 27 30 33 36 39 42 45 48

Bellmunt J, et al. Lancet Oncol 2021 Mar 12:51470.



CVMI

* ctDNA: tratamiento adyuvante

IMvigor010

ctDNA testing was performed using a personalized,
tumor-informed, 16-plex mMPCR-NGS assay?

Sequence
DNA

E 4

Sequence tumor
and normal DNA
to identify unique
set of tumor
variants

Design
Assay

Custom design
multiplex assay
targeting high-
ranked tumor

variants positive
Tumour
Resection
. £ c1o1 " capt
% plasma % plasma
Detect residual Monitor
=== disease after  response during
Y surgery treatment
§an% ; Soommoese--
‘W&‘\ 2 '
Q§ | Adjuvant therapy
S —- i
1
1

%,

U

Test

Blood samples with
22 variants
detected are

defined as ctDNA

ctDNA levels

c1D1

c3D1
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OS by ctDNA

100
ctDNA negative
80
60
40 4
ctDNA positive

20 4

— Atezo

— Obs
0-

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 6

Powles T, et al. Eur Urol 2024;85:114.
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ctDNA testing was performed using a personalized,
tumor-informed, 16-plex mMPCR-NGS assay?

Sequence
DNA

E 4

Sequence tumor
and normal DNA
to identify unique
set of tumor
variants

Design
Assay

Custom design
multiplex assay
targeting high-
ranked tumor

variants positive
Tumour
Resection
.  cion
% plasma
Detect residual
= disease after
TR surgery
Sonct H
O
S —-

S &

S

Test

Blood samples with
22 variants
detected are

defined as ctDNA

ctDNA levels

¢ capt
. plasma

Monitor

response during

treatment

1
1
: Adjuvant therapy
1
1
1

c1D1

c3D1

100 1

80 1

60 1

40

20+
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OS by ctDNA clearance status

Clearance
— 50-99% reduction

<50% reduction

mOS: 34.3 m

mOS: 60 m

mOS: 199 m

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48

Powles T, et al. Eur Urol 2024;85:114.
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TOMBOLA

N=178

TURBT NAC R.C 12 mo 24 mo 36 mo

Inclusion criteria: Upon GtDNA detection - _ -
Stage cT2-4 @ ¢y ) @y
" o © © © |
* Cisplatin-fit L pgEsEEEsss 8 &8 8 §
« Eiighleto10 LT B
190 patients included Atezolizumab 5 years follow-up

Primary endpoint: CR after treatment with immunotherapy initiated by
ctDNA positive status after radical cystectomy
CR: negative ctDNA and no visible metastasis on CT

Median follow-up -> 34 months

Heglev
Odense - Rigshospital
.
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Low-risk: < ypT1 and NO
High-risk: = ypT2 and/or N+

ctDNA+ -
CtDNA- —»> 50% Low-risk
50% High-risk

70% Low-risk
30% High-risk 24% High-risk & PD-L1+

15% High-risk & PD-L1+

Post-radical cystectomy -> 58% ctDNA+ (within 2 years)
63% were detected < 4 months post radical cystectomy
ctDNA- patients -> only 3% developed metastases on CT-
scan during follow-up

Median lead time from ctDNA+ to imaging-confirmed
recurrence: 90 days (61-961 days)

L. Dyrskjg L, et al. Ann Oncol 2026;37(5):712.
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Negative

RFS 1.00-
0759 = y Positive
TOMBOLA I
0.50
N=178 |
0.25 I
HR =8.7 (2.7-28.2)
P <0.0001
0.00
TURBT NAC RC 12 mo 24mo  36mo 0 180 360 540 730 900 1080
2-year ITT and ctDNA surveillance period
Inclusion criteria: Upon ctDNA detection s
* Stage cT2-4a €y @G @ .
NOJ MO © & 0s Negative
* Cisplatin-fit asgssssssd,... B 5 8 @ 1.00—
* Eligileto 0 TG rrrer '
190 patients included Atezolizumab 5 years follow-up
0.75= -
- - T T Positive
Primary endpoint: CR after treatment with immunotherapy initiated by |
ctDNA positive status after radical cystectomy 0.50—
CR: negative ctDNA and no visible metastasis on CT |
Median follow-up -> 34 months 0.25= I
LB P=0.0011 |
v 0.00=
1 1 1 1 1 1 1
i 0 180 360 540 720 900 1080

Herlev
©Odense  Rigshospital
.

2-year ITT and ctDNA surveillance period

L. Dyrskjg L, et al. Ann Oncol 2026;37(5):712.
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Primary endpoint

TOMBOLA . .
. NED (No evidense of disease) (CT and ctDNA-)
N=17 . .
following immunotherapy
: Immunotherapy
o I E
P 50% Low-risk @
nclusion criteria: $ ) AN AN AN 50% Hi h_risk
ez © ® 6 . ° -5
: figbietol0 e 111111118 Ehe . E 24% High-risk & PD-L1+ time
190 patients included Atezolizumab 5 years follow-up
60% Complete
Primary endpoint: CR after treatment with immunotherapy initiated by response

ctDNA positive status after radical cystectomy
CR: negative ctDNA and no visible metastasis on CT

Median follow-up -> 34 months + ctDNA+ = treatment with atezolizumab
O 60% converted to ctDNA- with no evidence of disease
on imaging

Heglev
Odense - Rigshospital
.

L. Dyrskjg L, et al. Ann Oncol 2026;37(5):712.
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N=761
Screening

* MIBC within 6-24 weeks of
radical cystectomy

« Histologically confirmed
(y)pT2-T4aNOMO or

(y)pTO-T4aN+MO
urothelial cancer

* No evidence of
radiographic disease

« Prior neoadjuvant
chemotherapy permitted

« ECOGPS 0-2

Primary endpoint: DFS

Surveillance

ctDNA monitoring

until 1y post-cystectomy?

¥

+ 6-weekly
CtDNA testing®

+ 12-weekly
radiographic
imaging

A

Repeat testing
if ctDNA-

Confirm no evidence of

radiographic disease®
ctDNA+
any time

ctDNA-
until 1y

Treatment

Atezolizumab (1680 mg)
IVqg4w forupto1y

Placebo
IV gdw forupto1y

No treatment

Surveillance

follow-up
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Enrolled in surveillance

]

379 GIDNA* atany time |

129 excluded

+ 72 INV-assessed
radiographic recurrence

» 23 IRF-assessed
radiographic recurrence

+ 34 other

250 randomised and efficacy evaluable
248 safety evaluable
[

+

I
167 assigned to atezolizumab 83 assigned to placebo
165 received treatment 83 received treatment

J I

8 ongoing treatment 4 ongoing treatment
92 ongoing in follow-up 35 ongoing in follow-up
67 discontinued 44 discontinued

« 60 died » 36 died

« 7 withdrew + 8 withdrew

! o 377 persistently ctDNA-

20 excluded

» 14 no post-baseline assessment
» 5 insufficient follow-up

« 1 did not have cystectomy

[ 357 efficacy evaluable

310 completed or ongoing

in surveillance or follow-up

47 discontinued

» 18 INV-assessed
radiographic recurrence

* 14 withdrew

+ 11 died

+ 4 other

eated
(screen failed or placebo treated; n=212)

ctDNA+ randomized with
21 post-baseline ctDNA result (n=228)

Persistent ctDNA- (n=357)

Powles T, et al. N Engl J Med 2025;393:2395
Bellmunt J, et al. ASCO GU 2026
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Randomised ctDNA+ Persistently ctDNA-
Characteristic Atezolizumab Placebo No treatment
(n=167) (n=83) (n=357)
Age, median (range), y 69 (42-87) 67 (44-84) 69 (36-90)
Male, n (% 141 (84 .4 67 (80.7 278 (77.9
(%) (84.4) (80.7) (77.9)
Asia—Pacific 51 (30.5) 27 (32.5) 137 (38.4)
Region, n (%) Central and South America 14 (8.4) 6 (7.2) 25 (7.0)
gton, 4 Europe 101 (60.5) 49 (59.0) 191 (53.5)
North America 1(0.6) 1(1.2) 4(1.1)
0 113 (67.7) 53 (63.9) 232 (65.7)
ECOG PS, n (%) 1 52 (31.1) 29 (34.9) 110 (31.2)
2 2(1.2) 1(1.2) 11 (3.1)
1C0/1 (<5%) 108 (64.7) 53 (63.9) 189 (53.1)
_ 0,
R status n() IC2/3 (25%) 59 (35.3) 30 (36.1) 167 (46.9)
Histological variants present, n (%) 18 (10.8) 8 (9.6) 56 (15.7)
Prior neoadjuvant chemotherapy, n (%) Lis 23 g;?; gg gggg; 128 g;;i
<12 46 (275 24 (28.9 166 (46.8
Tumour stage post-cystectomy, n (%) T3/4 121((72_5)) 59 E71_1; 189 §53_2;
Negative 71 (42.5) 35 (42.2) 285 (79.8)
0,
Nodalstaus, n (%) Positive 96 (57.5) 48 (57.8) 72(20.2)
pT2NO 8 (4.8) 3(3.7) 62 (17.5)
ypT2NO 15 (9.0) 5(6.1) 61(17.2)
Pathological staging at cystectomy, n (%)? (y)pT2N+ 30 (18.0) 18 (22.0) 43 (12.1)
(y)pT3—-4NO0 49 (29.3) 26 (31.7) 160 (45.1)
(Y)PT3AN+ 65 (38.9) 30 (36.6) 29 (8.2)
Time from cystectomy to first ctDNA+ sample, n (%) igg \xzztz 15107((275;) ;91)) gi g;;; :2
. At initial test 99 (59.3) 49 (59.0) NA
Achieved ctDNA+ status, n (%) At subsequent tests 68 (40 7) 34 (41.0) NA

Powles T, et al. N Engl J Med 2025;393:2395.
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No treatment
(n=357)

+ MIBC within 624 weeks of

until 1y post-cystectomy?

Atezolizumab (1680 mg)
IVqdw forupto1y

30
20

Events, n (%) 39 (10.9)
DFS, median (95% CI), mo NE (NE)
100
%« | 95.4%
. 80
IMvigor011 . | 88.4%
60 :
N=761 . | L
. Surveillance |
Surveillance 40
Screening ctDNA monitorin Treatment I
l
|
|
|
1

N

Repeat testing
if ctDNA-

Surveillance

follow-up

(01

EN)
80
70
60
50
40
30
20
10

q6w ctDNA monitoring

Confirm no evidence of 10 .
radical cystectomy radiographic disease® 0 g6w ctDNA monitoring
Placebo — T T T 1 1 1 T 1 1 1 1T T 1T 1T T T T1

« Histologically confirmed IV gdw for up to 1

(y)PT2-T4aNOMO or  6.weekly CIDNA+ a P y DFS 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40

(y)pTO-T4aN+MO CtDNA testing® any time

urothelial cancer
+ No evidence of g 12-}Neek|y. No treatment

radiographic disease radiographic CIDNA- (n=357)

imagini til 1

« Prior neoadjuvant S ST Y Events, n (%) 14 (39)

chemotherapy permitted No treatment 0S, median (95% Cl), mo NE (NE)

) )

+ ECOG PS 0-2 \ } 100

T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40

Powles T, et al. N Engl J Med 2025;393:2395.
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N=761

Screenin Surveillance

ctDNA monitoring

until 1y post-cystectomy?

¥

« B-weekly
CtDNA testing®

Treatment

Atezolizumab (1680 mg)
IVqdw forupto1y

« MIBC within 6-24 weeks of
radical cystectomy

Confirm no evidence of
radiographic disease®
ctDNA+
any time

ctDNA-
until 1y

Placebo

« Histologically confirmed IVqdw forupto1y

(y)pT2-T4aNOMO or
(y)pTO-T4aN+MO
urothelial cancer

« 12-weekly
radiographic
imaging

A

Repeat testing
if ctDNA-

+ No evidence of
radiographic disease

« Prior neoadjuvant
chemotherapy permitted

« ECOGPS 0-2
N G

No treatment

Surveillance

follow-up
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Disease-free Survival among All Patients with ctDNA-Positive Status

100 Median
No. of Disease-free
90 Events (%)  Survival (95% Cl)
80 mo
70- Atezolizumab (N=167) 112 (67) 9.9 (7.2-12.7)
Placebo (N=83) 66 (80) 4.8 (4.1-8.3)
60 Stratified hazard ratio for first
504 — — — i — e - — - — — - — — disease recurrence or death,
0.64 (95% Cl, 0.47-0.87)
404 P=0.005
30 Atezolizumab
204 H —t t
Placebo
10 } }
0

T T T T T T T T T T T 1T T T T T T T T T T1
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46

Powles T, et al. N Engl J Med 2025;393:2395.
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Overall Survival among All Patients with ctDNA-Positive Status

N=761 00 No. of Median Overall
Surveillance 100 Deaths (%) Survival (95% Cl)
Screenin A o Treatment
=creening ctDNA monitoring e —— 90 mo
until 1y post-cystectomy? pr——r—— Atezolizumab (N=167) 60 (36) 32.8 (27.7-NE)
ezolizumal mg Placebo (N=83 —
R IV qdw for up to 1y 804 acebo (N=83) 36 (43) 21.1 (14.7-NE)
« MIBC within 6-24 weeks of Confirm no evidence of Stratified hazard ratio for death,
radical cystectomy radiographic disease® 70_ 0.59 (95% Cl, 0.39-0.90)
: . § Placebo P=0.01
« Histologically confirmed IV 4w forup to 1y 60 .
(y)pT2-T4aNOMO or . 6 Kl CtDNA+ = .
(Y)pTO-T4aN+MO IDNA tusting? any time Atezolizumab
urothelial cancer O e Tl T T T . T T
« No evidence of ke 12-}Neek|y. L TR I 1
radiographic disease radiographic CtDNA- 404 = i L T
imagin: i
« Prior neoadjuvant S Lttty Placebo
chemotherapy permitted No treatment 30+
« ECOG PS 0-2
\ S’ 204
Repeat testing Surveillance
if ctDNA- follow-up 10—
0 T T T T T T T T T T T T T T T T T T T T T T T T
0 2 4 6 &8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48

Powles T, et al. N Engl J Med 2025;393:2395.
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N=761
Screening

—_—
« MIBC within 6-24 weeks of
radical cystectomy

« Histologically confirmed
(y)pT2-T4aNOMO or
(y)pTO-T4aN+MO
urothelial cancer

+ No evidence of
radiographic disease

« Prior neoadjuvant
chemotherapy permitted

« ECOGPS 0-2
N G

Surveillance
ctDNA monitoring

until 1y post-cystectomy?

A

« B-weekly
CtDNA testing®

ctDNA+
any time

ctDNA-
until 1y

« 12-weekly
radiographic
imaging

Confirm no evidence of
radiographic disease®

Treatment

Atezolizumab (1680 mg)
IVqdw forupto1y

Placebo
IVgdw forupto1y

No treatment

A

Repeat testing
if ctDNA-

Surveillance
follow-up

7t ANNUAL Emerging personalized
therapies for the management
of urothelial carcinomas

7" MAY 2026

MADRID

Follow-up systemic anticancer treatments in ctDNA+

Atezolizumab Placebo
(N=167) (N=83)
number (percent)

Patients with disease recurrence 106 (63) 65 (78)
Patients receiving follow-up therapy 86 (51) 45 (54)
Line of therapy completed

First line 81 (49) 43 (52)

Second line 29 (17) 18 (22)

Third line 7(4) 4 (5)

Fourth line 2(1) 1(1)
Therapy type

Chemotherapy 61 (37) 26 (31)

Cancer immunotherapy 26 (16) 26 (31)

Antibody-drug conjugate 32 (19) 16 (19)

Other 10 (6) 4 (5)

Powles T, et al. N Engl J Med 2025;393:2395.
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ctDNA+ at ctDNA+ at
initial test subsequent test
.
L]
* ctDNA: tratamiento adyuvante i .
(148/250; 59.2%) (102/250; 40.8%)
i Median i
No. of Disease-free .Medmn
Events (%) Survival (95% Cl) No. of Disease-free
100 o 100 Events (%) Survival (95% ClI)
7] mo
1 Atezolizumab 73 (74) 8.3 (6.2-12.6) 90
90 : B
IMVIg0r01 1 Placebo 41 (84) 42 (2.4-7.7) % Atezolizumab 39 (57) 10.5 (7.1-14.6)
80 . : - Placebo 25 (74) 83 (4.2-12.6)
Unstratified hazard ratio for first X ]
- i ., 70 Unstratified hazard ratio for first
N—761 70 disease recurrence or death, i
o 60 disease recurrence or death,
: 60 0.62 (95% Cl, 0.42-0.91) o @
Screenin Surveillance Treatment 0.66 (95% Cl, 0.40-1.10)
Screening ctDNA monitoring e 735 I I TRl s Bl e e S
until 1y post-cystectomy? 40
Atezolizumab (1680 mg) 40+ 2 Atezolizumab
I IV q4w forup to 1y 304 7
* MIBC within 6-24 weeks of Confirm no evidence of 20-]
radical cystectomy radiographic diseases 204 Atezolizumab o Placebo
e talug Vot oo 1 e B
= « 6-weekly ¢ + LI I e e e
(y)pTO-T4aN+MO e s L L L S e 0 4 8 12 16 20 24 28 32 36
urothelial cancer e DFS 0 4 8 1216 20 24 28 32 36 40 44
« No evidence of N 12;”99”);‘.
radiographic disease radiographic CtDNA- . No. of Median Overall
imagi i No. of Median Overall 3
- Prior necadjuvant o Sy Deaths (%) Survival (95% C) Deaths (%) Survival (95% Cl)
chemotherapy permitted No treatment mo
mo
s e N\ Atezolizumab 45 (45)  27.7 (22.0-35.9) Am“';::;s: B (i? zyi (ig-‘l‘*m?
N G 8 1
Repeat testing Surveillance 100+4m Placebo 24 (49) 18.2 (10.9-NE) 100 (, ) (, )
if ctDNA- follow-up 904 Unstratified hazard ratio for death, 90 Unggr;téggghcalzaéiftlmlgr i
9 - - bl Pttt
20 0.71 (95% Cl, 0.43-1.17) 30
70+ 704
60 Atezolizumab 60 Atezolizumab
o Ea e i E I “Placebo
40 40
30 Placebo =~ HF—F 304
20 204
10 104
Os O+ O+
0 4 & 12 16 20 24 28 32 36 40 44 48 0 4 8 12 16 20 24 28 32 36 40

Powles T, et al. N Engl J Med 2025;393:2395.
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Timing of ctDNA positivity provided prognostic information beyond

binary ctDNA status in untreated patients
Early ctDNA positivity was associated with inferior clinical outcomes

100 o _
Median DFS
. 151 (95% Cl), mo: NE
£ (92111'13 5) (e
P 07 e
(=] (5.1, 6.6)
25
0 -
T T T T T T T T T
0 6 12 18 24 30 36 42 48
Time from cystectomy (mo)
No. at risk
ofDNA- 357 342 303 233 116 66 20 0 0

ctDNA+ at initial test 126
ctDNA+ at subsequent test 86

39 15 7 4 3 1 1 0
69 28 12 9 4 2 1 0

Median OS
(95% Cl), mo:
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ctDNA+ untreated
(n=212)

NE
(NE, NE)

100
75
—
e\ﬂ
50 —
[72]
O
25
0 -
No. at risk
ctDNA-

ctDNA+ at initial test
ctDNA+ at subsequent test

357
126
86

Time from cystectomy (mo)

345 319 250 138 79 26 0 0
47 38 22 14 10 7 3 0
70 42 25 15 10 6 3 0

DFS rate, % (no. at risk)
ctDNA+ at

OS rate, % (no. at risk)
ctDNA+ at

Mo ctDNA- ctDNA+ at initial test subssquentiest Mo ctDNA- ctDNA+ at initial test aubsequent feat
6 98.0 (342) 49.9 (39) 89.1 (69) 6 100 (345) 96.4 (47) 98.8 (70)
12 95.4 (303) 19.2 (15) 43.8 (28) 12 100 (319) 87.4 (38) 98.8 (42)
24 88.4 (116) 8.2 (4) 22.3(9) 24 97.1 (138) 48.5 (14) 71.8 (15)

Bellmunt J, et al. ASCO GU 2026.
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ctDNA concentration provided prognostic information beyond
(n=212)

binary ctDNA status in untreated patients
High ctDNA concentration was associated with inferior clinical outcomes

100 + 100 H e
75 4 . Median DFS 75 (NE, NE)
:\;‘ (6.7,9.7)  (95% ClI), mo: NE Q Median OS
< 12.2 < (95% Cl), mo:
» 50 : @ 50 -
a o) 214
(12.2,29.7) 19.3, NE)
25 ~ 25 -
0 + 0 +
T T T T T T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
Time from cystectomy (mo) Time from cystectomy (mo)
No. at risk No. at risk
cIDNA- 357 342 303 233 116 66 20 O 0 CDNA- 357 345 319 250 138 79 26 O 0
<0.1 MTM/mL 56 39 22 9 7 5 2 1 0 <0.1 MTM/mL 56 40 30 18 11 9 5 3 0
>01-<3MTM/mL 99 55 18 9 6 2 1 1 0 >0.1-<3MTM/mL 99 59 40 23 15 10 7 3 0
>3MTM/mL 57 14 3 1 0 0 0 0 0 >3 MTM/mL 57 18 10 6 3 1 1 0 0
DFS rate, % (no. at risk) OS rate, % (no. at risk)
Mo ctDNA- <0.1 MTM/mL >0.1-=3 MTM/mL >3 MTM/mL Mo ctDNA- <0.1 MTM/mL >0.1-<3 MTM/mL >3 MTM/mL
6 98.0 (342) 82.1 (39) 71.2 (55) 44.0 (14) 6 100 (345) 100 (40) 97.2 (59) 95.2 (18)
12 95.4 (303) 53.4(22) 26.6 (18) 9.4 (3) 12 100 (319) 100 (30) 95.0 (40) 76.0 (10)
24 88.4 (116) 28.4(7) 13.2 (6) 0(0) 24 97.1 (138) 67.4 (11) 60.1 (15) 4256 (3)

Bellmunt J, et al. ASCO GU 2026.
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Atezolizumab had similar efficacy regardless of ctDNA+ timing or concentration

l DFS ]

All patients
Timing of ctDNA+ status
ctDNA+ at initial test
ctDNA+ at subsequent test
ctDNA concentration (MTM/mL)
<0.1
>0.1-=3
>3

All patients
Timing of ctDNA+ status
ctDNA+ at initial test
ctDNA+ at subsequent test
ctDNA concentration (MTM/mL)
<0.1
>0.1-<3
>3

{41l analyses shown in the forest plots are unstratified. The subgroup HRs are shown relative to an unstratified analysis of all randomized patients

who tested cIDNA+. NA, not available.

n
167

99
68

59
77
31

n
167

99
68

59
77
31

Atezolizumab
Median (months)
9.9

8.3
10.5

12.6
8.5
8.1

Atezolizumab
Median (months)
328

27.7
NA

344
35.9
243

83

49

28
39
16

n
83

49
34

28
39
16

Placebo
Median (months)
4.8

42
8.3

10.5
4.5
23
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0,1
Placebo
Median (months)
211

18.2
274

NA
211
10.9

?f%} 14

e
o

ot

—

10,0

0,1

1,0

10,0

Atezolizumab better Placebo better

DFS HR (95% CI)?
0.64 (0.47, 0.87)

0.62 (0.42, 0.91)
0.67 (0.40, 1.10)

0.81(0.46, 1.42)
0.59 (0.38, 0.91)
0.47 (0.24, 0.94)

0S HR (95% CI)*
0.67 (0.4, 1.01)

0.71 (0.43, 1.17)
0.52 (0.24, 1.12)

0.83 (0.38, 1.85)
0.54 (0.29, 1.01)
0.64 (0.29, 1.40)

Bellmunt J, et al. ASCO GU 2026.
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Atezolizumab: ctDNA reduction or clearance was associated with

.
improved DFS
= . s ctDNA+
Many patients reduced or cleared ctDNA from high pre-treatment concentration o
(n=228)
Maximum pre-treatment DFS
ctDNA concentration
100 4 Median DFS
(95% Cl), mo:
S 1004 56 33 39 £
-] . ° ] NE
s~ . . 5 (35.7, NE)
3 s
c N
S E » T
c= 104" M
O 2 o
0=
g ~ o F T T T T T T T T T
[=] 0 6 12 18 24 30 36 42 48
° 14 Time from randomization (mo)
No. at risk
Clearance 56 53 37 20 21 15 4 2 0
T T T T 22-fold decrease 23 17 12 6 3 1 0 0 0
F LS Nochange 33 22 8 3 2 0 0 0 O
P < 22-foldincrease 3 13 6 2 0 0 0 0 0
N @ &
< \bb < DFS rate, % (no. at risk)
q}\o ‘D,‘ Mo Clearance 22-fold decrease No change 22-fold increase
v 6 98.2 (53) 739 (17) 69.0 (22) 33.3 (13)
12 80.7 (37) 59.9 (12) 26.4 (8) 15.4 (6)
Pre-treatment ctDNA concentration was defined as the maximum ctDNA concentration measured during 24 65.5 (21) 28.8 (3) 8.8 (2) 0
surveillance or at C1D1. ¢tDNA dynamic categories are defined as the maximum observed change from
pre-treatment to any single time point during C2-C11 (best ctDNA change). No change was defined as any
fluctuation in ctDNA concentration that did not meet criteria for >2-fold increase or >2-fold decrease.

Bellmunt J, et al. ASCO GU 2026.
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Placebo: ctDNA clearance was associated with improved DFS

Patients who cleared ctDNA represent a prognostically favorable subgroup with low

pre-treatment ctDNA concentration

Maximum pre-treatment
ctDNA concentration

1004 17 8 53 29

10

ctDNA concentration
(MTM/mL)
Ll

Pre-treatment cIDNA concentration was defined as the maximum ctDNA concentration measured during
surveillance or at C1D1. tDNA dynamic categories are defined as the maximum observed change from
pre-treatment to any single time point during G2-G11 (best ctDNA change). No change was defined as any
fluctuation in GDNA concentration that did not meet criteria for >2-fold increase or >2-fold decrease

1004 —

75

50

DFS (%)

39
(2.2, 6.2}

ctDNA+
randomized
(n=228)
DFS
Median DFS

(95% CI), mo:

45

(3.7,8.1) 27.4

7.4
(2.0, 18.4)

No. at risk

Clearance 17
22-fold decrease 8

No change 23
22-fold increase 29

T T T T T T
6 12 18 24 30 36
Time from randomization (mo)

14 9 8 6 2 1
4 4 2 0 0 0
10 3 1 0 0 0
10 2 0 0 0 0

Mo Clearance

DFS rate, % (no. at risk)
22-fold decrease No change 22-fold increase

6 94.1 (14) 50.0 (4) 435 (10) 34.5 (10)
12 776 (9) 50.0 (4) 209 (3) 7.9(2)
24 60.4 (6) 0 0 )

Bellmunt J, et al. ASCO GU 2026.
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* ctDNA: tratamiento adyuvante

CheckMate274

Stratification factors
N=709

« PD-L1 status (<1% vs = 1%)?
+ Prior neoadjuvant cisplatin-

Key inclusion criteria

Patients with ypT2-ypT4a or ypN+ MIUC who had neoadjuvant * HNodal Statiis
cisplatin chemotherapy

Patients with pT3-pT4a or pN+ MIUC without prior neoadjuvant
cisplatin chemotherapy and not eligible/refuse adjuvant
cisplatin chemotherapy

Radical surgery within the past 120 days

Disease-free status within 4 weeks of dosing

based chemotherapy

NIVO IV

240 mg Q2W

PBO IV
Qw

« Two primary objectives
— To compare DFS for NIVO versus PBO in all randomized patients (ITT)

— To compare DFS for NIVO versus PBO in all randomized patients with PD-L1 > 1%

Median follow-up -> 60 months

« CtDNA analysis was performed on 133 of 709 randomized patients (18.8%)

54 of 133 patients (40.6%) had detectable ctDNA
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100+ 0s == NIVO: detectable
== PBO: detectable

& NIVO: undetectable
= PBO: undetectable
2 75+

z

[}

o

[}

=

a

- 50

Zz

[«

3

@

T 25

o

>

o

0 T T T T T T T T T T T T T T T T
0 6 12 18 24 30

No. at risk
NIVO: detectable 27 25 22 211 18 17
PBO: detectable 27 19 15 14 8 6

ctDNA detectable

NIVO (n = 27) PBO (n = 27)

Median 0S (95% Cl), months

36.2 (23.0-NE) 19.3 (8.1-28.2)

0S HR (95% Cl)

0.41 (0.20-0.83)

ctDNA undetectable

NIVO (n = 50) PBO (n = 29)

Median 0S (95% Cl), months

NR (62.0-NE) NR (40.7-NE)

05 HR (95% Cl)

0.87 (0.41-1.84)

Galsky MD, et al. Ann Oncol 2026;37:69.
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* ctDNA: tratamiento adyuvante

NIAGARA

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

Durvalumab
arm

Comparator
arm

Perioperative

Neoadjuvant

4 cycles

Durvalumab 1500 mg Iv Q3w
Gemcitabine + cisplatin

Gemcitabine + cisplatin

Radical cystectomy

Adjuvant

8 cycles

Durvalumab
1500 mg IV Q4W

No treatment

BEP .,
Durvalumab ',
Comparator .,

ctDNA+  Baseline

ctDNA- §— Neoadjuvant

Pre-RC

Post-RC

57%
260/460°

58%
137/236

55%
1231224

g

| 4
4
e

22%
94/422

19%
401215

26%
541207

>
=
E=]
154
2
@
>
o
©
=
S
ol
o

/
/
/

CGCE~-

9%
31/345

10%
18/184

8%
131161

Adjuvant -

08 —

06 —

04

0.2

Desde CR
DFS (combined arms)

s+t wi—+ CtDNA—

ctDNA- vs ctDNA+ HR, 0.09 (95% Cl, 0.05-0.18)

+ ctDNA+

DFS (per arm)
__"':':'_-:—_-__:_-_;-_-_A_HN’H"—mw—_—c—o-_-m-u-———m--4——44l—e——————m- ctDNA-
-Hh.,__"_'__*!i—
i,
“ e k- - - -~ -+ CIDNA-
ctDNA-: D+NAC vs NAC  HR, 0.49 (95% Cl, 0.28-0.84)
ctDNA+: D+NAC vs NAC HR not calculated?
ctDNA+
ctDNA+

Powles T, et al. ASCO 2025.
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* ctDNA: tratamiento adyuvante

v OBJETIVO tratamiento del CVMI -> CURACION (+ mantener vejiga funcionante)

v' 50% ya tendran micrometastasis al diagndstico.
v' Tratamiento peri-operatorio -> aumenta SG ¢ Debemos tratar a todos con todo?
v Seleccioén de pacientes en adyuvancia determinada por:

* Riesgo patolégico
« Enfermedad minima residual medida con ctDNA

ESTRATEGIAS ADAPTADAS AL RIESGO
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* ctDNA: tratamiento adyuvante

v" ctDNA (SIGNATERA):
* Factor prondstico en tratamiento post-operatorio con inmunoterapia
i0JO! = 12% de pacientes ctDNA- recaen a los 2 anos (IMvigor011)

» ¢ Factor predictivo?
o IMvigor011 ->sien los ctDNA+
NIAGARA no; CM-274 si (exploratorios y h muy pequena)
Tratamiento de la recidiva de forma precoz antes de imagen -> ;nuevas terapias en 1L?
Aclaramiento de ctDNA -> ;duracion del tratamiento adyuvante? ;cambio?
¢ Costo-efectivo?
¢Como incorporarlo a las nuevas terapias peri-operatorias? -> EVP
¢Valido para la preservacion vesical tras neoadyuvancia?

O O O O O O



7! ANNUAL Emerging personalized
therapies for the management
of urothelial carcinomas

L]
7" MAY 2026 > A
MADRID .

El papel del ctDNA en Ila decision del
tratamiento postoperatorio del CVMI.

Begofa Pérez Valderrama
Oncologia Médica. Hospital Universitario Virgen del Rocio, Sevilla.



