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PAPEL DE LA INMUNGTERAPIA'EN TUMORES UROTELIALES

-El cancer urotelial de vejiga es el tumor mas frecuente del sistema urinario.
Pacientes varones edad avanzada (edad media: 73 aios).

-En Espafia, afio 2025 se diagnosticaran aproximadamente 22.435 casos, llegando BLADDER CANCER STAGING (TNM) ,
a ocupar el 5° lugar en incidencia. C. VEJIGA NO C. VEJIGA MUSCULO

. INVASIV
. . . . . . MUSCULO INVASIVO AL
-75-85% de los pacientes se diagnostican como no musculo-invasivos (NMIBC),

tratados con RTU-V + BCG, con:

- Alta tasa de recidiva (40-80%) 43
* Progresion a MIBC en 10-25% a 5 afios. Muscularis
. propria
-El cancer musculo-invasivo (MIBC) presenta mal pronéstico: Urothelial ; '1.“‘ .
layer (mucosa) ™
Supervivencia relativa a 5 afios:
_ Perivesical fat
NMIBC: 96% Lamina
propia
MIBC localizado: 70% (
\-\_‘
Enfermedad localmente avanzada: 39% \
o Ureth Adjacent
Enfermedad metastasica: 7,7% e organs

-En enfermedad localmente avanzada o metastasica, el estandar historico fue la
quimioterapia con cisplatino, pero: ﬁ PMADR.DUROLOG.'A

+ 30-50% de los pacientes no son candidatos (l. renal, I. Cardiaca, ol ‘
comorbilidades...), limitando las opciones terapéuticas.
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Mecadyuvanda
Gemcitabina-Cmpl sting:

v——r—r PLATINO ELEGIBLE

11 ensayas clinicos
corifirrna aumento de
MNenalysvancia supervivendia oon

VAL Necachanmncia

Meta-andlisis ABC de
& ensayns dinicos

canfirma aurnento de

FIT-CISPLATINO

' Cisplating, Adriamicing, Do bicins Cisplatino-Gamcitabina supervivencia con

Ostectamia . Adhyuante Adyuvante atyuvancia, ECOG PS 0-1 AND

£y A
T GFR > 50-60ml/min AND

Cancer de vejiga musculo infiltrante localizado

Cancer de vejiga avanzado o metastasico

Audiometric hearing loss < Grade 2 AND

Peripheral neuropathy < Grade 2 AND

j' l l l Cardiac insufficiency < NYHA class IlI

ECOG PS5 2 OR

ko

[ Cleplating ]

Esquems MVAC | | Cisplatino. Gameitabing | Vinflunina {21}
& ¥ 1 GFR 30-60ml/min OR
Dasis dersas Carboplating/Geameitabina
e W-VAL para pacientes unfit UNFIT-
L | ¥ not fulfilling other cisplatin-
Factores prondsticas Factores prondsticos tras falle | eligibility criteria CISPLATINO
Priveera knea a cisplating
PS5 y metistasis {PE<80%, Hb=<10y metdstasis
viseeraliss) hepiticas|
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PAPEL DE LA INMUNOTERAPIA EN TUMORES UROTELIALES: ENFERMEDAD
METASTASICA.

Urothelial tract carcinoma: 15t Line Outcome Tratamiento con QT en segunda linea cancer urotelial
‘Fit’ for Cisplatin Cisplatin ineligible (unfit)
1.0 5
~— GC
5 05 — MVAC =
8 Median OS 8 agents . ——
g 081 iS2mone winWAC & Paclitaxel (phase Il,n=45) | 9%| 3.1m |6.8m
: HR=1.09 (log rank p=0.44) '_§
" i Docetaxel (phase I,n=72) |119% 1.58m |7.0m
g
02 8 ° Pemetrexed (phase I, n=47) |28% 29m [9.6m
0 T T T T T T T 0 el p:vaue: - T T T T T
oo u AT S e ° Vinflunine (phase lll,n =253) | 9%| 3.0m |6.9m
MDAnderson

nnnnnnnnnnnnnnn
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Evolving Regulatory Field in Urothelial Tumors

Publications

Standard MVACT
1989

1996

Cisplatin
FDA
approval
1978

Regulatory satus

MDAnderson
GanecerCenter

Fundacion - Espafia

Docetaxel?

Atezolizumab
(1L cis-ineligible)®

Nivolumab
{prior platinum)®

Gemcitabine
+ cisplatin?®

Pembrolizumab
(prior platinum)'

Pembrolizumab

HD-MVACH
(1L cis-ineligible)"

Vinflunine®

Atezolizumab

Paclitaxels : .
{prior platinum)?

1998 2000 2002 2004 2006 2008 2010 2012 2014 2016 2017

Durvalumakb
FDA BLA prior platinm

Gemgcitabine
09 December 2016

EU approval Atezolizumab
FDA approwval prior platinum

18 May 2016
Nivolumakb
FDA approval prior platimumn
02 February 2017

Vinflunine
EU approval

Atezolizumab
FDA BLA 1L cis-ineligible

EMA approved
drugs in 2017

09 January 2017

Pembrolizumab
FDA BLA 1L cis-ineligible
AND prior platinum

BLA, Biologics License Application L
http-//www.accessdata.fda.gaov/scripts/cder/drugsatfdafindex.cfm; http://www.ema. europa.eu/ema/
1. Sternberg et al. Cancer 198%;64:2448-58; 2. McCaffrey et al. ] Clim Oncol 1957;15:1853—7

3. von der Maase et al. I Clin Oncol 2005;23:4602-8; 4. Sternberg et al. | Clin Oncol 2001;15:2638—-46

%. Vaughn et al. ] Clin Oncol 2002;20:937-40; 6. Bellmunt et al. ] Clin Oncol 2009;27:4454—-61

7. Rosenberg et al. Lancet 2016;387:1905%-20; &. Balar et al. Lancet 2017;385:67-76

9. Sharma et al. Lancet Oncol 2017; doi: 10.1016/51470-2045(17)30065-7

10. Bellmunt et al. N Engl J Med 2017; doi: 10.1056/NEJMoale13683

11. Balar et al. J Clin Oncol 2017;35(5uppl 65):Abstract 284

Avelumab
FDA BLA prior platinum
28 February 2017
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PAPEL DE LA INVIUNOTERAPIA EN TUMORES UROTELIALES: 22 LINEA TRATAMIENTO

Immune checkpoint inhibitors licensed in metastatic urothelial

cancer.
I(:rcl)r)nunotherapy Atezolizumab'? Nivolumab? Pembrolizumab
Target for inhibition PD-L1 PD-1 PD-1 PD-L1 PD-L1
Studies performed Phase 1-3 Phase 1 and 2 Phase 1 and 3 Phase 1b Phase 1b
e e IC TC TC=ic IC+TC G+ TE
Platinum refractory Platinum refractory and
FDA + EMA Licence and platinum Platinum refractory Platinum refractory Platinum refractory

Lo platinum ineligible
ineligible.

Estimated

PD-L1 prevalence
in urothelial cancer
trials

IC, immune cells; IHC, immunohistochemistry; 10, inmuno-oncology; PD-L1, programmed death ligand-1; TC, tumour cells.
1. Rosenberg JE et al. Lancet 2016;387:1909-1920; 2. Hoffman-Censits JH et al. J Clin Oncol 2016;34(Suppl. 2S):Abstract 355; 3. Sharma P et al. J Clin Oncol

2016;34(Suppl.):Abstract 4501; 4. Bellmunt J et al. N Eng/ J Med 2017;376:1015-1026; 5. Powles C et al. J Clin Oncol 2016;34:3119-3125; 6. Apolo AB et al. J Clin Oncol
2016;34(Suppl.):Abstract 4514,

Presented By Thomas Powles at 2018 Genitourinary Cancers Symposium: Translating Evidence to Multidisciplinary Care
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Presented By Joaquim Bellmunt at 2018 Genitourinary Cancers Symposium: Translating Evidence to Multidisciplinary Care

KEYNOTE-045:Fase lll de 22 Linea.

Pembrolizumab es el estandar en 22 linea del cancer
urotelial localmente avanzado o metastasico tras platino.

Demuestra mejora significativa en supervivencia global
frente a quimioterapia, independiente de PD-L1.

Ofrece respuestas mas duraderas y beneficio mantenido
a largo plazo (seguimiento a 5 afos).

Presenta un perfil de toxicidad claramente mas favorable
que la quimioterapia.

KEYNOTE-045 marca un cambio de paradigma en el
tratamiento sistémico del cancer urotelial avanzado.

Treatment-Related AEs Occurring in 210% of

Overall Survival: Total

KEYNOTE-045 Study Design (NCT02256436)

Key Eligibility Criteria

« Urothelial carcinoma of the renal pelvis,
ureter, bladder, or urethra

Pembrolizumab
200 mg IV Q3W

* Transitional cell predominant

* PD after 1-2 lines of platinum-based
chemotherapy or recurrence <12 months
after perioperative platinum-based therapy

Paclitaxel 175 mg/m? Q3W
+ ECOG performance status 0-2 OR
Docetaxel 75 mg/m2 Q3W
OR
Vinflunine 320 mg/m?2 Q3W

* Provision of tumor sample for biomarker
assessment

Stratification Factors

« ECOG performance status (0/1 vs 2)
* Hemoglobin level (<10 vs 210 g/dL)
« Liver metastases (yes vs no)

* Dual primary end points: OS and PFS?

» Key secondary end points: ORR, DOR, safety

* Response: RECIST v1.1 by blinded, independent central review
* Both unselected and biomarker-selected patients

= Time from last chemotherapy dose (<3 vs 23 months)

aln total ITT populationand in patients with combined positive score 210%.

Objective Response and Response Duration

14.1 months of follow-up!

Patients? Events,n __ HR (95% CIf i Objective Response Rates . Time 1o Response,  Duration of Response,
. 2 median (range) median (range)
Pembrolizumab Chemotherapy 100 - Pembro 155 © 5%70391) 0.0022 30 21.1% ©7100- R Z1mo NR
e 140, H Y 1.4-6.3] 1.6+ to 30.0-
M Grads 12 Pruritus | AR Pruritus Grade 1-2 Il Ehemo i Dt <~ % (2.1 mo) o 404 mo' "
77 Grade 3-5 Fetigue —— Faiigue Grade 3-5 7777 80 - o o _ 25 Bl FR g 804 Chemo G1as T stonaes
) ggglf 1. ‘/ 27.7 months of follow-up 3 s
Nausea Nausea ° 8% 4 /°
> ) ) X : /o Events,n _ HR (95% CI)® E 220 9.3% »
ecreased appetite Decreased appetite .60 - i 5 70%) D 6o
Diarrhea Diarrhea (/2] 4 Pembro 199 0.70 0.00017 e I 11.0% [
Asthenia Asthenia o 40 - Chemo 218 (0.57-0.85) e\t 15 £
Anemia Anemia £ o oy o 40
. K .9%
Constipation Constipation e ain s Median (95% Cl): 2 10 ~ (4 1“2) (3.3%) E
Perlpheral sensory neuropathy Perlpheral sensory neuropathy 20 1 a 10.3 months (8.0-12.3) g 8.1% 'S 20-
Peripheral neuropathy 1 Peripheral neuropathy 7.3 months (6.1-8.1) 5 £
Decreased neutrophils ! Decreased neutrophils 0 T T + T T T T T 1 60.6% at 24 months in the chemotherapy am [ o
| .0%
Neutropenia i Neutropenia 0 4 8 12 16 ) 20 24 28 32 36 40 received an immunotherapeutic agent, 0 - — N hemoth © 5 é 1-2 1I8 2-4 3:0 3-6
Alopecia : __| Alopecia No. at risk Time, months including those who received pembrolizumab emNr_ozl-z,lama e'{ln:) z.lezrapy
40 35 30 25 20 15 10 5 0 5 10 15 20 25 30 35 40 Pembro 270 194 147 116 98 80 67 32 6 0 0 as part of the cross over. Time, months
i i Chemo 272 173 109 73 58 41 33 18 4 0 0 Pembro 57 46 35 32 13 1 o
Patlents; % Patients, % #Based on Cox regression model with treatment as a covariate stratified by ECOG performance status (0/1vs 2), liver metastases (yes vs o), hemogiobin (<10vs 210 g/dL), and time A per REGIST 1.1 by biinded. independent central
from completion of chemotherapy (<3 vs 23 months). "One-sided P value based on stratified log-rank test. D::szo"”j;‘e Omb"e i Yzm‘; ad,Independentcentralreview: Chemo 30 8 5 5 2 [ 0
Data cutoff date: October 26, 2017, -

1. BellmuntJ etal. N Engl J Med. 2017;376:1015-1026.
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Phase lll IMvigor211 Trial Design Primary endpoint: OS,

hierarchically compared between arms

PAPEL DE LA INMUNOTERAPIA EN TUMORES UROTELIALES = N

during or following platinum-

based chemotherapy R Survival os:Ic1/2/13
= <2 prior lines of therapy  1:12 follow-up
. - ECOG PS 0-1 : - —
| MVlg (o) r211 (fase | I) , - Sample for PD-L1 testing Investigator's choice: [ I
) (N =931) vinflunine, docetaxel )
N progression A4
; . o or paclitaxel, g3w Key secondary endpoints:
-Los pacientes fueron aleatorizados a recibir: ORR, DOR, PFS
i AteZOI izu mab, VS QT (Vlnﬂ unlna, paC“taxel O docetaxel) + Key exploratory endpoint: relationship between tumor immune specific— or disease-related biomarkers and efficacy
* Objectives of this analysis: compare clinical outcomes in ITT and PD-L1 subgroups vs those defined by tumor gene
. . . ' expression (tGE) signatures and tumor mutational burden (TMB)
-Objetivo primario:
- - ClinicalTrials.gov ID, NCT02302807. IC, tumor-infiltrating immune cell. . )
« Comparar supervivencia global (SG) y tasa de e o P o e e AR S 185 G o e i 5 g R e P 0 21525
respuesta objetiva (ORR) en pacientes con expresion resorcon* 2018 Genitourinary Cancers Symposium | #GU13

Presented by: Powles T, IMvigor211 &

> o Slides are the property of the author. Permission required for reuse.
de PD-L1 25%.

-Resultados:

- No se observo mejora estadisticamente significativa ©S by PD-L11C Status
en SG ni ORR con atezolizumab en la poblacion PD-L1

OS Analysis: ITT Population

Events/ Median OS 12-mo OS Rate

o 1004 PD-L11C2/3 PD-L1 1C0/1 . 100 ! l!s'/u:l; - 95%!}
25 /0- — Atezolizumab 100 — Atezolizumab 3 e i U,‘ P - — -
o — Chemotherapy — Chemotherapy 0 ‘ Chemotherapy | 350/464 8.0 mo (7.2, 8.6)
. - . 1 HR =0.81(95% Cl: 0.59, 1.10) 80 HR =0.84 (95% Cl: 0.71, 1.00) -
« En la poblacién por intencion de tratar (ITT), los -
. = T 601 R g
resultados favorecieron a atezolizumab, pero no se 5 4
- . . g .7 e . . . ~ g 404 £ 40
alcanzé significacion estadistica debido al disefio s s .
- y - - 20+ 20 A = % .
jerarquico del estudio. | iR corsnel
o0 10.6mo 11 11.1mo 04 7.3mo: 8.2mo
......................... 0z 4 6 8 10 12 14 18 18 20 22 24
0 2 4 6 8 1012 14 16 18 20 22 24 0 2 4 6 8 10 12 14 16 18 20 22 24 | N xR|5I1 ‘ ‘ ‘ ‘ ““'“).“ﬁr ‘ | | |
No.atRisk Months Months Months e B e B 5 s Y \
Atezolizumab 116100 85 77 71 58 51 39 27 19 11 6 0 351305242203 174143126 99 62 40 23 7 1 264 | o7 1—me | ma | I a0 | I e T & | I 1
Chemotherapy 118100 91 82 71 61 47 32 24 15 9 5 1 346297239186 148114 93 67 36 27 8 2 0 + Median follow-up duration in ITT population: 17.3 mo (range. 0 to 24.5 mo}

Powles T, st al. EAS 2017, Ihlvigor211
Unstratified HRs are displayed. Reprinted in part from The Lancet, Powles T, et al. 2017 Dec 18. [Epub], © 2017, with permission requested from Elsevier.

Presented by: Powles T, IMvigor211

rresenteo A 2018 Genitourinary Cancers Symposium | #GU18
Sl Permission required for reuse.

lides are the property of the author. Fermissior
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ENFERMEDAD METASASICA 12 |_|'N FEA DE )0 |_|'N EA DE
TRATAMIENTO TRATAMIENTO
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PAPEL DE LA INVIUNOTERAPIA EN TUMORES UROTELIALES: 12 LINEA TRATAMIENTO

Table 3. First-line phase Il and Il trials in la/mUC.

Median Median

Number of Median follow-up PFS 0S ORR

Trial Phase Regimen (s) patients (months) (months)  (months) (%)
Imvigor210 Il Atezolizumab 119 17.2 2.7 15.9 23
KEYNOTE-052 I Pembrolizumab 370 56.3 2.5 1.3 28.6
Imvigor130 Il Gemcitabine/Platinum + Atezolizumab 451 11.8 8.2 16.0 47
Atezolizumab 362 not 15.7 23

Gemcitabine/Platinum 400 reported 13.4 44

6.3

KEYNOTE-361 Il Gemcitabine/Platinum 352 31.7 7.1 143 449
PembrolizumabGemcitabine/Platinum + 307 3.9 15.6 30.3

Pembrolizumab 351 8.3 17 54.7

LEAP-011 Il Pembrolizumab 223 7 4.0 13.8 26.5
Pembrolizumab + Lenvatinib 218 5.9 4.2 11.2 31.2

DANUBE Il Durvalumab/Tremelimumab Durvalumab 342 41.2 3.7 15.1 36
Durvalumab 346 2.3 13.2 26

Gemcitabine/Platinum 344 6.7 12.1 49

JAVELIN Bladder Il Gemcitabine/Platinum Avelumab 350 38 5.5 23.8 9.7
100 Gemcitabine/Platinum BSC 350 2.1 15.0 1.4

-La Inmunoterapia en 12 L junto con QT NO es superior en SG a QT soéla.

-El gran paradigma de la INMUNQOTERAPIA en 12 L es el MANTENIMIENTO con
C. PIOMBINO ET AL. EXPERT REVIEW OF ANTICANCER THERAPY AVE LU M AB




All endpoints measured post randomization (after chemotherapy)
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— Cisplatin + gemcitabine 4_:}::;“ 131 ﬁ:i:cig'z,n:,mf;ﬂf : ;grf?do:i:’ldtfﬂ tients
or - : ' -L1+ population
- Carboplatin + gemcitabine BSC slone* e e onse
PAPEL DE LA INVUNOTERAPIA EN TUMORES UROTELIALES e o o T
advanced or metastatic UC * Safety and tolerability
* Best response 1o 1L chemotherapy (CR or PR vs SD) * PROs
* Metastatic site (visceral vs nonvisceral) b J
JAVELIN Bladder 100: Avelumab de mantenimiento Advanced disease
Diseno del estudio:
- Ensayo fase lll, 700 pacientes con cancer urotelial . b L

Median 05 (95% Cl), months
Avelumab + BSC 21.4(18.9, 26.1)

avanzado/metastasico.

 Tras 4-6 ciclos QT basada en platino, pacientes con BSC alone 14.3 (12.9, 17.9)
control de enfermedad pueden recibir avelumab de Stratified HR 0.69 (95% C1, 0.56, 0.86)
mantenimiento. P<0.001

 Aleatorizados 1:1 a: | ~-.

o Avelumab 10 mg/kg cada 2 semanas ud e
o Mejor cuidado de soporte (BSC) w0 o
10 =
Resultados de eficacia: T T e
. . . a 2 4 ] a 10 12 14 16 168 20 22 24 26 28 30 3N M 36 38
« Supervivencia global (SG) mediana:
C = 0S PD-L1+
o 23,8. \,,S 15,0 mese.s _(HR 0,76; p = 0,0036) - ey
« En poblacion PD-L1 positiva: #‘*\ Avelumab + BSC  NE(20.3, NE)
0 g BSC al 17.1(13.5, 23.7
o 30,9 vs 18,5 meses (HR 0,69; p = 0,0064) ‘ 3 ‘ ’
04 o “_‘*‘\ Stratified HR 0.56 (95% Cl, 0.40, 0.79)
Seguridad: 60 - e P<0.001
] ", —
» Cualquier grado: 98% . NNy

e Grado 23:47,4% 304

* irAE: 29,4% (mayoria trastornos tiroideos), 7% grado =3

0= T T T T T T T T T T T T T T T L |

T
o 2 4 6 ] 10 12 14 16 18 20 21 24 26 2B 30 32 M 3% 33

Powles T, et al. ] Clin Oncol 38; 2020 (suppl; abstr LBA1)
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PAPEL DE LA INMUNOTERAPIA EN TUMORES UROTELIALES: ENFERMEDAD

B

v

w
Cisplatin- or
carboplatin-eligible

A 4

AV AV
Disease No disease
progression progression

-
Maintenance avelumab
[I, A; MCBS 4]
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PAPEL DE LA INMUNOTERAPIA EN TUMORES UROTELIALES: ENFERMEDAD
METASTASICA.

First-line Phase 3 Trials with Checkpoint-Inhibitor Combinations
vs Platinum-based Chemo for Metastatic Urothelial Carcinoma

: KEYNOTE-361

NILE I ey IMvigor130 .
Awaiting Data Negative = Ne?a'l-weu

Primary D Primary

endpoints: Durvalumab + Chemo + Atezo R :mm: endpoints:

Rsdheluiedll Tremelimumab 1. PFS and OS 1. PFS

vs durvalumab + Chemo e Chemo + 205

5 %‘gmghm chemao + atezo Pembro

vs durvalumab Chemo + 2. Hierprchal

- Chemo Placebo chemo vs atezo

fr li b

-t?'_'f::mr;m /’—? Chemo

ESMO 2023 ESMO 2023

Metastatic UC

CheckMate-901 Ipilimumab + Enfortumab EV-302

Nivolumab Cisplatin-Eligible vedotin +
Positive or -Ineligible Pembro Positive
Nivolumab +
N=690 Cisplatin-Based Enfortumab Primary
Primary endpoints: Chemo ;ﬂdc:in : mn;.;no .
1. OS in cis-inaligibbs embro

2.08in PD-L1+ Chemo
3, PF5 in cis-gligible

4. 05 in cis-aligible

Chemo

P @apolo_andrea
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, :g 7 \‘I(‘\N 12-month rate: Treatment Events/patients Mediar:"?):gfﬁ o
g 4 |
PAPEL DE LA INMUNOTERAPIA EN TUMORES UROTELIALES: ENFERMEDAD METASTASICA. E Sy 70-2% o e sswevid
CHECKMATE_Q[H 'é :2 : : 24-month rate: HR (95% c;); g..:ﬁ;?.szro‘m
w T+
Checkiate %01 i el H T
- @ 30 4 i ' N
> ] e —y 4 i NIVO+GC
Study design & : i w, .
« NIVO+GC vs GC in cisplatin-eligible patients® g . . : ‘ ‘ . . ‘ . ‘
0 6 1 IZ 18 2‘4 30 36 42 48 54 60 66
TR e o
Liver matiitided i NIVO+GC 304 264 196 142 97 69 48 25 15 7 2 0
Key inclusion critersa e ol GC 304 12 166 12 82 ® n 17 13 4 1 0
- Age : 1B years

= Previousty untreated unresectable
or mUC involving the renal pelvis,

ureter, blagder, or urethra

PFS per BICR (primary endpoint)

« Cisplatin eligible 100~
+ ECOG PS of 0-1 ® 90 Median PFS (95% CI),
T 80 Treatment Events/patients months
% 70 NIVO+GC 211/304 7.9 (7.6-9.5)
3 Primary endpoints: O5, PFS per BICR Current analysis includes: baseline ] GC 191/304 7.6 (6.1-7.8)
Median (range) study follow-up: i =
13.6 (7.4-62.4) months Key secondary endpoints: 05 and PFS characteristics, ORR, 05, and PFS in all : 60+ HR (95% C1), 0.72 (0.59-0.88)
per BICR by PD-L1 = 1%,° HRQoL randomized LN only patients o 504 12-month rate: P =0.0012
Key exploratory endpoints: ORR per &
BICR, safety é 40+ "ﬂ* 34.2% 24-month rate:
2 i ™~
“Furthwr Checkbate 307 trial devign details are avaidable at bttps: //chinkcaltrialy gov. ct2/ show /RETOBIIS09E. "Patients whe dhcontinued crplaten could be switched to gemcitabine- n 30 ' huﬁ—“r S 23.5%
mdmfuuunmlnﬂrnflﬂlnlltmnmﬂnmlﬂimlnﬁmIntlil ik e of 24 months from first dose of HIVO sdmanatersd as part of the NWO=GL combination. 0-L1 E 20 - . 1. NIVO+GC
itatus wai defined by the parcentage of potittes tumor cell membrans iladning & & mindkmum of 100 tumor celli that could be evaluated with the we of the PO-L1 IHC 28-8 pharmin on 1 h_|
imrmshistachemical avsay (Daks, Santa Clara, CA). e 10 ‘ ;
e : 19.6% GC
0 T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60
) Months
No. at risk

CHECKMATE-901:CONCLUSIONES. S
-Mejora significativa de OS y PFS en 12 linea o . ol ot o
-PORR y RC, mas profundas y duraderas. E——— . -

PRE N

-Sin nuevas toxicidades y calidad de vida preservada o= = -
-Primer ICl + QT en 12 linea con beneficio en OS e — - -
Increased bTZ::t chrye::::;"e‘ % - ;'lo_ % | sb 25.3% 28.3%
-Nuevo estandar de tratamiento e = i
(N = 304) <304

Michiel S. van der Heijden. ESMO 2023: CheckMate 901: Nivolumab plus Gemcitabine-Cisplatin Versus Gemcitabine-Cisplatin Alone for Previously Untreated Unresectable or Metastatic Urothelial Carcinoma: Phase 3 Result
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Confirmed Overall Response per BICR
Significant improvement in objective response rate was observed with EV+P

EV+P Chemotherapy
(N=437) (N=441)

80

A - Confirmed ORR, n (%) 296 (67.7) 196 (44.4)
PAPEL DE LA INMUNOTERAPIA EN TUMORES UROTELIALES: ENFERMEDAD METASTASICA . h @) e
' ! £ 50 2-sided P value <0.00001
EV-302/KEYNOTE-A3Y e
30 Complete response 127 (20.) 55 (12.5)
o 2 Partal response 169(367)  141(320)
10 Stable disease 82(18.8) 149 (33.8)
CRm ® :
EV4P Chemotherapy disease 38(87) 60(136)
Not evaluable/No assessment” 21(4.8) 36(8.2)
Progression-Free Survival per BICR MednDOR@SKC)  NRGOZNR 7062102
Risk of progression or death was reduced by 55% in patients who received EV+P
100 .
2-sided -
N EEEPRP PN Treatment-Related Adverse Events
= EV4P w2 23(505) = A 125 (10.4166) Grade 23 events were 56% in EV+P and 70% in chemotherapy
g Y Chemotherapy 444  307(69.1)  (0-38-0.54) : 6.3(62:65) EVAE (N0} Chemotherapy (N=433) Serious TRAEs:
r= T, Overall jor0 - 956 o 122 (27.7%) EV+P
3 & 50% Peripheral sensory neuropathy 00 + 85(196%) chemotherapy
@ B -
£ jg' = ;:p:;“: TRAEs Ieﬂd)lng to death (per
Z 4 - i investigator
EV'302IKEYNOTE'A39 (NCT04223856) '% ) "1\‘ Maculopapular rash EV+P:4 (0.9%)
%” 20 --7-1_\1 Fatigue Sf;hrehn;:
=] ~—— Diarhea Immune-mediated lung
EV + Pembrolizumab . ) a. 10 21.6% N——y Decreased appeite disease
Patient population No maximum treatment EV, Dual primary endpoints: 0 11.7% N Mul‘:\ple organ dysfunction
S T e ————————— ——————————————— . syndrome
I af"’m"u“’c""" S * PFSbyBICR 0 2 4 6 B 10 12 14 16 18 20 2 24 2 28 30 32 M . Anemia Grades 12 Grade 23 C"e’":;f"':l’:e:‘r(g’;:‘l’a
il tropenic o
« Elgiblefor lainum, | N-886 Tl Eovkae et ot . 08 . Time (months) mm;"ﬂ:::m: e - Myocartialinterction
EV,and P BICR, clinical progression, unacceplable Select secondary endpoints: EVaP M2 49 31 33 H/3 A4 167 1 02 1B 45 B 17 8 3 Neutropenic sspeis
« PD-{L)1 inhibitor toxicity, or completion of maximum cycies - 100 9 80 70 60 50 40 30 Zﬂnc'?aefc.}g.)m 30 40 50 60 70 80 %0 100 Sepsis
. + ORR per RECIST v1.1 by BICR and
naive bl
* GFR 230 mUmin® Chemotherapy* eslighlor xaessinerl 0 o " S -~ I
« ECOG PS <2¢ (Cisplatin or carboplatin + gemcitabine) « Safety vera urviva The most common EV TRAEs were skin reactions, peripheral neuropathy, ocular disorders, and hyperglycemia.
o e Risk of death was reduced by 53% in patients who received EV+P
- J

AR EE——
%) 9 P value | mOS (95% CI) months

Stratification factors: cisplatin eligibility

gible/ineligible), PD-L1 expression (high/low), liver metastases (present/absent)

90 EV+P 442 133(30.1) 047 315 (25.4NR)
Cisplatin eligibility and assignment/dosing of cisplatin vs carboplatin were protocol-defined; patients received 3-week cycles of EV (1.25 mg/kg; IV) 80 Chemotherapy 444 226(509) (038058 <0.00001 161 (135-183) 0
on Days 1and B:and P (200 my; V) on: ey 1 £ 10 Median survival follow-up: 17.2 months EV'302 / KEYN OTE'A39 :CO“CIUSlones
Statistical plan for analysis: the first planned analysis was performed after approximately 526 PFS (final) and 356 OS events (interim); if OS was B 60
f = o o o . ,
positive at interim, the OS interim analysis was considered final % 50 _/P os VS qu|m|oterap|a con p|atln0 (1§ I|nea)
5 0 o o o o
& i M -EV + P superior a quimioterapia
20

N -PFS: HR 0,45.0S: HR 0,47.PFS y OS = x2
0 2 4 6 & 10 1 1 ilﬁiime;e(moflnths)z'z 2% % 2 M 2 M % 3B

-ORR: 68%, 30% RC.
-Beneficio consistente en subgrupos
-Seguridad manejable

Nuevo estandar 12 linea

Natrisk

EVsP 442 426 408 384 376 3N 270 22 182 141 108 67 36 z 12 L} 1 1 1

Thomas Powles. ESMO 2023: EV-302/KEYNOTE-A39: Enfortumab Vedotin in Combination with Pembrolizumab (EV+P) Vs Chemotherapy in
Previously Untreated Locally Advanced Metastatic Urothelial Carcinoma
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PAPEL DE LA INVIUNOTERAPIA EN TUMORES UROTELIALES: ENFERMEDAD METASTASICA.
MARZ0-2024

Paciencia
na es Ja halifidad de esperar
sing Ja hapillidad de manfene
wna Puena aclifud
mienfnas espenas

Treatment-naive advanced or
metastatic UC (stage IV)

Enfortumab vedotin-pembrolizumab [I, A; MCBS 4]2¢

Platinum-based ChT [IV, B?
Erdafitinib [IV, BJ*
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PAPEL DE LA INMUNOTERAPIA EN TUMORES UROTELIALES: ENFERMEDAD LOCALIZADA

CA. VEJIGA
MUSCULO
2 O 2 1 INVASIVO

(cvMmiI)

CRITERIOS GALSKIN UNFIT CISPLATINO

NEOADYUVANCIA

NEOADYUVANCIA: SG 5% e ar+

ADYUVANCIA: SG 6% OBSERVACION CISTECTOMIA +
OBSERVACION

CISTECTOMIA +

ADYUVANCIA
QT
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TRATAMIENTO ADYOVANTE: IMUNOTERAPA

Looking at adjuvant immunotherapy studies in bladder cancer, there have been three
assessing DFS,including :

-IMvigor010 (atezolizumab).
-CheckMate 274 (nivolumab).
-Ambassador (pembrolizumab).

All these trials had a similar trial design:

* 2
<12-14 wk
wk after cystectomy Checkpoint blockade

No chemo: -pT3-4a 1 year

-pTxN+

After neoadjuvant chemr:::| IMvigorD10-1,jpg)

-ypT2-4a
-ypTXN+ Observation/Placebo
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PAPEL DE LA INMUNOTERAPIA EN TUMORES UROTELIALES: OTROS ESCENARIOS
ENFERMEDAD LOCALIZADA

Phase Il Checkpoint-Inhibitor Adjuvant Trials in
Muscle-Invasive Bladder Cancer

i Pembrolizumab :
' 200 mg IV Q3W x 1 year Primary endpoint:

- ==
AMBASSADOR Alliance (NCT 03244384) e =
T " : y R(1:1) Co-primary
High-risk muscle-invasive urothelial DFS & OS

| carcinoma of the bladder, ureter, and renal — | Observation
. pelvis

Nivolumab : .
=——p Primary endpoint:
| CheckMate 274 (NCT 02632409 J 240 mg IV Q2W x 1 year DES Median DFS, 20.8 vs. 10.8
. High-risk muscle-invasive urothelial - : « PD-L1+ 5 HR o distant
carcinoma of the bladder, ureter, and renal i Placebo Q2W —_—f Al months; r distan
pelvis - recurrence or death,
0.72; 95% ClI, 0.59-0.89
At i Median DFS, 19.4 vs. 16.6
eZzolizuma A
! IMvigor 010 (NCT 02450331) — 1200 mg IV Q3W x 1 year I o W months; HR for
| el > E : Primary endpoint: recurrence or death,
| High-risk muscle-invasive urothelial N=809 DES .
‘ carcinoma of the bladder, ureter, and renal L bt — _. 0.89; 95% CI, 0.74-1.08
pelvis .
¥ PRESENTED BY: Centent of this presentation is the property of the ¥ by e
fﬂﬁﬁf‘ ﬁgﬁ% Andrea B. Apolo, MD %¥ @apolo andrea ot bc4h 140y ASCO. Permssion e o s lﬁ%&gﬂnouuscaucu
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N =709

Key inclusion criteria

+ Patients with ypT2-ypT4a or ypN+ MIUC who had NAC
chemotherapy

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

S

.

Radical surgery within the past 120 days
Disease-free status within 4 weeks of randomization

.

Stratification factors

+  Tumor PD-L1 status (= 1% vs < 1% or indeterminate)®
» Prior NAC-based chemotherapy

+ Nodal status

NIVO IV
240 mg Q2W

Post hoc analysis endpoints reported here:
= DFS in all randomized patients with MIBC, and in patients with MIBC according to prior NAC
» 0Sin all randomized patients with MIBC, patients with MIBC and tumor PD-L1 z 1%, and MIBC according to prior NAC

Sy Median DFS (95% Cl), months
£ 90 Y NIVO  25.6 (19.2-41.8)
> ‘ PBO 8.5 (7.3-13.7
£ 0N H HR (95% Cl), 0.63 (0.51-0.78)
s 70
g yi “ ‘%_L\\jm
= ! \_ J0-5% 46.8%
% L ! L;'L*‘ L imw
= : :‘u—u—a_u.u‘._‘,u .
z 40 e ] l : e L
T —l L TN Laag) ™
i 30 $35.9% "32.0 oy - N
§ é |
a 10 s a
0 } - - : ; - - - - - -
0 6 12 18 24 30 36 4 48 54 60 66
No. at risk Mootz
NIVO 279 208 175 147 126 110 92 64 41 28 4 0
PBO 281 159 119 103 90 78 64 52 34 19 3 0
ITT PD-L1 2 1%
100+ 100
90 Median DFS (95% Cl), months %0 Median DFS (95% Cl), months
NIVO 22.0 (18.8-36.9) NIVO 52.6 (25.8-NE)
80- PBO 10.9 (8.3-15.2) 804 PBO 8.4 (5.6-17.9)
HR (95% Cl), 0.71 (0.58-0.86) HR (95% CI), 0.52 (0.37-0.72)
704 704 b T
U o B0-3% =
60 = &0 ' 91‘. 9%
£ : | iy
50 @0 50 ' | 11T
a H i
404 404 ;&_:H : P
30- 30 P76k
20 20+ : ;
; |
101 10 : |
0+— —_—
0 6 0 6 12 18 24 30 36 42 48 54 60 66
Months

No. at risk

PBO

Treat for up

to 1 year of
adjuvant therapy

Primary endpoints:

DFS in all randomized patients
(ITT population) and DFS in all
randomized patients with
tumor PD-L1 2 1%

PAPEL DE LA INVUNOTERAPIA EN TUMORES UROTELIALES: ADYUVANCIA. CHECKMATE 274

100—‘-‘:3“
o N Median OS (95% Cl), months
il M NIVO NR (45.0-NE)
Lo 80 L \ YWy 75:3% PBO 39.9 (29.8-52.1)
F e L HR (95% Cl), 0.70 (0.55-0.90)
Z 704 N LS;“RU 64.2%
T Ny ay
B 604 ; N M%
_h"_' 50 166.2 N, < T : e
20 : A iy, e
$ a0 | 1 33.7% o SV TITHNNT TR T T N
< | i B
= 304 i h
T i |
5 ol I i
3 | |
104 i i
i i
i i
0 T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78
Months
No. at risk
NIVO 279 258 239 213 193 172 145 107 81 56 34 20 3 0
PBO 281 240 218 195 172 143 119 89 65 43 31 17 6 0
PD-L1 2 1%
100 1
90 81.9%
o ‘ min_ -
e ITTIOA
704 ‘JWLL\ e W T TR
601 TR
g l68.4% L !
@ 501 ; 156.6%
o i
40 i
304 Median OS (95% Cl), months 304 Median 05 (95% Cl), months
204 NIVO 69.5 (56.1-NE) 204 NIV NR (NE)
PBO 50.1 (38.2-NE) PBO NR (29.0-NE)
10 R (95% CI), 0.76 (0.61-0.96) 104 HR (5% CI), 0.56 (0.36-0.86)
o+ 0 e . T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 0 6 12 18 24 30 36 42 48 54 60

Months

12

Months

2024 Europeén Association of Urology (EAU}. Dr. Matthew Galsky
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PAPEL DE LA INVUNOTERAPIA EN TUMORES UROTELIALES: ENFERMEDAD LOCALIZADA

- UNFIT CIRUGIA:
_ e Y
|

SEPTIEMBRE 2023

CISPLATINO 0T3-T4 y/o N+ OBSERVACION

CIRUGIA: |
pT3-T4 y/o N+
PDL-1: > 1% TPS
QT ADYUVANTE NIVOLUMAB ADYUVANTE
4 CICLOS 1ANO

—

QT
NEOADYUVANTE
3-4 C + CIRUGIA

>ypT2 y/o N+

PDL-1: > 1% TPS
NIVOLUMAB ADYUVANTE

|
PDL-1:NEGATIVO o ypTO-T1 NO
OBSERVACION
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PAPEL DE LA INMUNOTERAPIA EN TUMORES UROTELIALES: ADYUVANCIA. IMVIGOR 011

IMvigor011 study design

Surveillance
ctDNA monitoring

until 1 y post-cystectomy?®

« MIBC within 6-24 weeks of Confirm no evidence of
radical cystectomy radiographic disease*

« Histologically confirmed

Screening Treatment Follow-up

Atezolizumab (1680 mg)

WWgdwforupto1y — ~
Treatment
follow-up

Placebo = =

IVgdwforupto1y

(y)PT2-T4aNOMO or « G-woekly [ ctonA+ |
pIC=Taal 10 CtDNA testing® | anytime
urothelial cancer 2
—
+ No evidence of Q 12-mkly )
radiographic disease radiographic
imaging

+ Prior neoadjuvant No t t t
chemotherapy permitted No treatment e
+ ECOG PS 0-2 \ A coosiia.)

Repeat testing
if ctDNA-

Primary endpoint: INV-assessed DFS
Key secondary endpoint: OS

CONCLUSION:

*Atezolizumab adyuvante mejora DFS y OS en pacientes ctDNA+

*ctDNA define el riesgo mas alla del estadio patoldgico.

+ctDNA- persistente — bajo riesgo de recaida y muerte

*Perfil de seguridad favorable

+ctDNA permite seleccionar tratamiento adyuvante y evitar sobretratamiento

Dr. Powles.IMvigor011. New England Journal of Medicine. ESMO 2025

INV-assessed DFS in patients who tested ctDNA+

100 5 Atezolizumab Placebo
90 - (n=167) (n=83)
Events, n (%) 112 (67.1) 66 (79.5)
80 - DFS, median (95% Cl), mo 99(7.2,12.7) 4.8(4.1,83)
Stratified HR (95% Cl) 0.64 (0.47, 0.87)
70 = Stratified P value 0.0047
— 60— Median follow-up: 16.1 mo from randomisation
3
ﬁ i 2 B SN 7% S
) Consistent benefit in relevant
Q 40 + } s:)ccndawendpomts
| 28.0%
30 | DFS per IRF:
HR, 0.66 (95% CI: 0.48, 0.91
20 ; ( )
: Distant-metastasis free survival
10 = H 12.1% HR, 0.66 (95% CI: 0.47, 0.94)
}
0 —
LI LA II T T 1T 1T 1 1 T T 177 T T T LI
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46
Time from randomisation (mo)
No. at risk
Atezolizumab 167 145122 105 89 73 63 50 42 40 36 28 26 22 16 %6 11 9 4 3 3 2 1 1
Placebo 83 69 50 38 32 25 18 15 14 11 9 7 6 5 2 2 1 1 1 1 1

OS in patients who tested ctDNA+

100

Atezolizumab Placebo
90 85.1% (n=167) (n=83)
Events, n (%) 60 (35.9) 36 (43.)
80 = OS, median (95% Cl), mo 32.8(27.7, NE) 21.1 (14.7NE)
Stratified HR (35% CI) 0.58 (0.39, 0.90)
70 62.8% Stratified P value 0.0131
60 Median follow-up: 16.1 mo from randomisation
e 70.0%
3
< 50 4 S PG
8 40 o T4+ A Consistent benefit in relevant
il 46.9% secandary endpoints.
30 Disease-specific survival:
20 4 HR, 0.64 (85% CI: 0.40, 1.05)
10 o
o 4
UL AL L L L L L L . M L L L R 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
Time from randomisation (mo)
No. at risk

Atezolizumab 167 162 155 154 143 130 118 108 92 86 75 65 59 51 43 30 23 19 12 7 5 3 2 1 1
Placebo 83 80 76 74 65 53 44 36 34 30 26 21 19 17 15 13 10 10 8 5 2 1



||| JURNADA TRASLAUUNAJ_ éETsHEAﬁ/ELS|zDEcL|éﬁV[AS I N EEENIEEE P 1l e Ym  'EEEnm
DE ONCOLOGIA DE PRECISION: SHARIE,: | S

PAPEL DE LA INMUNOTERAPIA EN TUMORES UROTELIALES: NEOADYUVANCIA

TRATAMIENTO NEOADYUVANTE: pTO IO TRATAMIENTO NEOADYUVANTE:pTO con QT vs QT+I10

ST S I mhrul 26 Dun ;_Iu g h-
_ el s Tremelimumab= AL Current Oncology Reports (2023) 25:511-520
] -

Study phase Il Ib 1i
Mo, patients a5 114 24 28 Fig. 1 This demonstrates the 100 ¢
Cisplatin eligibility  No Yes No No rates of pathological Coml?lm %
response for recent neoadjuvant 80
Schedule 2 cycles 3 cycles 3 cycles 2 cycles trials by cate gory for muscle- 70
P:)e;_r;l::ce PO-LL so% 63% N/A invasi‘ve }:‘)Iadder cancer. GC, = gg [ i a5
BOSTRVIEY gemcitabine plus cisplatin; pCR, 5 B 5 38 Sl 139
PD-L1 positivity : = 40 33 30 34 5 31
IC 25% CPS 210% CPS >10% IC or TG = 5% pathologic complete response ag | 26 28
cut-off values 18
olm B I I
cmil i
Pre-treatment & 0
clinical tumor stage 2 2 ] - o 3 T e s = 2 2 = k4 8 8 ] 8 E4
> £ 2 2 00 0 000 g ek RO g 00N
T 5 = S 0O 0 £ £ £ £ 3 0w o0 9 2 0 g
100 2 D Ww g =222 9z 3 0 x < 50
F n » 2 a T T T T O oA X = 2o O @m F
= 31% 37% 46% 37.5% < O i =~ | % 6 x ©® T T X % § L < < o
g 582830858822 & 2
2 50 S o 9 = E 3 x o 9
2 ® O £ O £ 2 0w =
= 0o 9O x = f} O w2
a E 2 O 0 >
0 % n W
Mathieu R | | b H
athieu Rouanne. European Urology Oncology.December 2020. .
Surgery  Conventional Dose-dense GC + Immunotherapy  Immunotherapy
Alone Cisplatin Cisplatin Alone



https://www.sciencedirect.com/author/46062409600/mathieu-rouanne
https://www.sciencedirect.com/journal/european-urology-oncology
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Neoadjuvant Phase Adjuvant Phase

ICB + gemcitabine + ICB or ICB +

PAPEL DE LA INMUNOTERAPIA EN TUMORES . T
UROTELIALES: TRATAMIENTO PERIGPERATORIC

>
E
@]
+—
(&)
(5]
—
0
>
o

Gerrgcntab_l ne= Observation
cisplatin

10

EV+IO
ENERGIZE (ClinicalTrials.gov identifier: NCT03661320): gemcitabine + cisplatin + nivolumab = IDO1i

_ NIAGARA (ClinicalTrials.gov identifier: NCT03732677): gemcitabine + cisplatin + durvalumab
KEYNOTE-866 (ClinicalTrials.gov identifier: NCT03924856): gemcitabine + cisplatin + pembrolizumab
KEYNOTE-B15/EV-304 (ClinicalTrials.gov identifier: NCT04700124): pembrolizumab + enfortumab vedotin v

gemcitabine plus cisplatin

Proposed mechanism of action of an antibody—drug
conjugate directed to Nectin-4*

ENFORTUMAB VEDOTIN
ArtiNeetin-4 - - = | B

Adjuvant Phase

Neoadjuvant Phase

manaclonal antibody

Activated T cell

Proteasecleavable
me-ve linker

L) " Tumer TCR

p- ‘
e E‘:nu';;gmhvlzuris\s(inE - : igen, l .
Ei:lf._k; death (ICD})*
Armgen binding ~Wﬁzf§f’éﬂ5§df 5 g %
g ). Hclode  onmmie —a enfortumab vedotin o enfortumab vedotin
. "ﬂMIcrctuhu\e‘ . simuaing iands Tuner— >
e antigen S 1:1:1 (5]
Observation

/ dmmplmn
' s & o WHE —"
\ = * # @ class I
Lt Y 0
o .
Tumor cell
d \ ' —MMAE

Adjacent
tumer eell

Bystander effect’ ¢ . o

Direct tumor ‘“‘F\C
cell apoptosis

_ KEYNOTE-905/EV-303 (ClinicalTrials.gov identifier: NCT03924895): pembrolizumab + enfortumab vedotin or

V o pembrolizumab v cystectomy alone
VOLGA (ClinicalTrials.gov identifier: NCT04960709): durvalumab + tremelimumab + enfortumab vedotin or

durvalumab + enfortumab vedotin v cystectomy alone

APC: antigen-presenting cell; meve: malsimidecaproyhaling

majer histocompatibility, gomnjggdCR T- cell m%m

rect steteniety of enfonunisBivedetn are Unkrgwn,

tadditional mechanisms of action and their petertial to compl
hawe not been established. The proposed mechanism of action ks based upon preclinical data.

,and ts safety

wvedotin isan i icati in
22024 Plizer, Inc. All rights rasemed

Galsky, Ballas, and KamatJournal of Clinical Oncology| Volume 43, Issue 27 |2025
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NIAGARA: Study Design ESRESVD ™ NIAGARA: Event-free Survival by Blinded ESESVD

Perioperative Inde endent central ReV[eW ITT Durvalumab Comparator
P
arm arm
d . 1 N=533 N=530
Neoadjuvant Adjuvant Number of events, n (%) 187 (35.1) 246 (46 4)
Study population 4 8 Dual primary endpoints R ) . NR 46.1
s Durvalumab cycles cyces Bl 1.0 - 12 months Median EFS (95% C). months (NRNR) (32.2-NR)
- Cisplatin-eligible MIBC arm Durvalumab 1scomgvasw = Y Durvalumab + pCR™ g 24 months HR (95% CI) 0.68
(cT2-T4aN0/1MO) N=533 Gemcitabine + cisplatin S 1500mgvaaw . b ! (0.56-0.82)
" 8 . H THE Stratified log-rank P value* <0.0001
UC or UC with = Key secondary endpoint ) e, !
divergent differentiation R & . 08 ity T R R — - — g
or histologic subtypes k‘ W - 06 o § ‘
« Eva
for CONCLUSIONES NIAGARA:

@-Nuevo Estandar de Tratamiento: Combinacion de Durvalumab y QT antes y después de la cirugia es nuevo referente para
mhacientes CVMI.
-Resultados de Supervivencia: Reduccion 32% en riesgo de eventos (progresion o recurrencia).Reduccion 25% en riesgo de
muerte.

-Seguridad y Tolerancia: El tratamiento es seguro; afiadir la inmunoterapia no aumentoé drasticamente la toxicidad grave en
comparacion con la quimioterapia sola.

Viabilidad Quirurgica: La combinacion no interfirié con la cirugia.

ey B2.2% 0.59-0.9
i : oyt T—i . Stratified log-rank P value* 0.0106 H o H
_ o8 - o ——— . Formal analysis (Jan 2022) Re-analysis (Apr 2024)
z b e : . iy Odds ratio 1.49 (95% CI, 1.14-1.96) Odds ratio 1.60 (95% CI, 1.23-2.08)
§ o5 | | 7524 | e =t = oy P=00038 nominal P=0.0005
g : ! 463 months (range, 0.03-647) 40 [ [
T 044 —_ —_
§ At the time of this analysis, at least 1 i 33.8% é 37.3%
° : sumuenﬁ;an}lwgﬂmn?rt therapy was @ L o 199/533 o7 5%
' 1l re| aner trea n
£ ] : | dcoiiaton o E S i 25.8% g 95% CI, 33.2-41.6 145}53‘:3
+— Durvalumab am | + 53 patients in the durvalumab arm o {2 i 137/530
0T i I o B B e I A e |‘ L s 2 95% Cl, 22.2-29.8 2 95% Cl, 23.5-31.8

0 2 4 6 8 1012 14 16 18 20 22 24 26 26 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 64 66

Time from randomisation (months) Durvalumab arm Comparator arm Durvalumab arm Comparator arm

Na. of palients at risk
Durvalumab arm 533 628 517 505 402 478 468 457 446 A40 434 A28 423 418 410 406 400 375 M0 321 205 71 238 A7 182 152 125 95 68 M A 7 1 0 N=533 N=530 N=533 N=530

Comparator arm 530 518 507 490 467 450 438 425 413 402 302 383 378 373 368 363 358 334 311 281 250 230 215 104 174 141 113 90 80 38 21 10 2 0O

T.Powles .ESMO 2024.UROTODAY
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PAPEL DE LA INMUNOTERAPIA EN TUMORES UROTELIALES: PERIOPERATORIA.

A TRAVES DE LAS VIAS
DE SENALIZACION

KEYNOTE 905/EV-303

KEYNOTE-905/EV-303 Study (NCT03924895)

Baseline Characteristics

Key Eligibility Criteria
* Aduits with MIBC

+ Clinical stage T2-T4aNOMO or
T1-T4aN1MO by central assessment

» 250% Urothelial histology

= Cisplatin-ineligible per Galsky criteria®
or cisplatin-declining

« ECOG PS 0-2

Stratification Factors

» Cisplatin ineligibility (ineligible vs.
eligible but declining)

» Clinical stage (T2NO vs. T3/T4aNO0 vs.
T1-4aN1)

= Region (US vs. EU vs. Most of World)

Allocation to this treatment arm stopped Nov 2022

Pembrolizumab 200 mg
........ » . > . b
: IV Q3W 3 cycles
. A

Pembrolizumab 200 mg
IV Q3W 14 cycles

Enfortumab vedotin 1.25 mg/kg
d1 and d8 IV Q3W 6 cycles
+

;LI 344 n=174

Enfortumab vedotin 1.25 mg/kg
d1 and d8 IV Q3W 3 cycles
+

(9]
o+
O
=
=z
o

Pembrolizumab 200 mg
IV Q3W 3 cycles

Pembrolizumab 200 mg
IV Q3W 14 cycles

Primary endpoint: Event-free survival (EFS) by BICR

Key secondary endpoints: OS and pathological complete response (pCR; pTONO, i.e.
absence of viable tumor in examined tissue from surgery) by central pathologist review
Other secondary endpoints include: Safety

Exploratory endpoints include: EFS by pCR status

Characteristic, n (%)
Median age (range), years
265 to <75 years
275 years
Male
ECOG PS
0
1
2
Region
United States
European Union
Most of World
Cisplatin eligibility status (per Galsky criteria)
Ineligible
Eligible but declining
PD-L1 combined positive score (CPS) 210°
Tumor stage at baseline (centrally d using both
pathology of TURBT specimen and imaging)®
T2NO
T3/T4aN0
T1-4aN1
Creatinine clearance
260 mL/min
230 and <60 mL/min
<30 mUmin
Pure urothelial carcinoma histology

EV + pembro (N = 170)
74.0 (47-87)
63 (37.1)
78 (45.9)
137 (80.6)

102 (60.0)
47 (27.6)
21 (12.4)

21 (12.4)
78 (45.9)
71 (41.8)

142 (83.5)
28 (16.5)
80 (47.1)

30 (17.6)
133 (78.2)
7(4.1)

68 (40.0)
102 (60.0)
0

152 (89.4)

Control (N = 174)

72,5 (46-87)
77 (44.3)
68 (39.1)
131 (75.3)

95 (54.6)
53 (30.5)
26 (14.9)

23(13.2)
77 (44.3)
74 (42.5)

139 (79.9)
35(20.1)
83 (47.7)

32(18.4)
132 (75.9)
10 (5.7)

72 (41.4)
101 (58.0)
1(0.6)
161 (92.5)

C.Vulsteke. ESMO 2025: Perioperative Enfortumab Vedotin (EV) plus Pembrolizumab (Pembro) in Participants with Muscle-Invasive Bladder Cancer (MIBC) Who Are Cisplatin-Ineligible: The Phase 3 KEYNOTE-905 Study.UROTODAY
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PAPEL DE LA INMUNOTERAPIA EN TUMORES UROTELIALES: PERIOPERATORIA.
KEYNOTE 905/EV-303

Primary Endpoint: EFS? by BICR Key Secondary Endpoint: OS
ITT Population ITT Population
EV + b Control
E\:; f:':,:m t:i":';"l, ) (N ::r:o)m (N =“1 74)
100 ! ' Events, n (%) 48 (28.2) 95 (54.6) ' Ever_au. n (%) 38 (22.4) 68 (39.1)
90 N : 77.8% : Median, mo NR 15.7 132 - 08.3% H 79.7% :::::;ﬂgl.)MD (N:_F:IR) (31481—.:"?)
= 80 g 174.7% (95% CI) (37.3-NR) (10.3-20.5) : Tl :
T 70 1 HR 0.40, 95% CI 0.28-0.57, I : : ! [ HR 0.50, 95% C10.33-0.74, J
Z 60 : - one-sided P <.0001* : ! one-sided P =.0002
z 50 . T ' + 8/170 pts (4.7%) in the
§ CONCLUSIONES: KEYNOTE 905/EV-303
w

or

-Enfortumab Vedotin (EV) + Pembrolizumab mejoro significativamente EFS, OS y pCR en pacientes
j unfit-cisplatino o que lo han rechazado.

=+ pornb -El esquema perioperatorio de EV + Pembrolizumab no comprometio la capacidad de realizar la cirugia con
intencidn curativa.
-El perfil de seguridad fue manejable y similar a la experiencia previa, sin que se observaran nuevas alertas.

-EV + Pembrolizumab perioperatorio podria representar un nuevo estandar de tratamiento para esta poblacion
con altas necesidades médicas.

Key {
ITT Po

PCR, % (95% CI)

wwwww

. « Pts who did not undergo surgery, including those with D
0 clinical mr.nplete response after neoadjuvant therapy, 150 0 0 0 20 0 20 20 80 80 100
were considered non-responders

Incidence, %
EV+ Control Anygrade AEs  mm Grade >3 AEs w= AnygradeAEs wm Grade 23 AEs
pembro

C.Vulsteke. ESMO 2025: Perioperative Enfortumab Vedotin (EV) plus Pembrolizumab (Pembro) in Participants with Muscle-Invasive Bladder Cancer (MIBC) Who Are Cisplatin-Ineligible: The Phase 3 KEYNOTE-905 Study.UROTODAY
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PAPEL DE LA INMUNOTERAPIA EN TUMORES UROTELIALES: TRATAMIENTO PERIOPERATORIO

Phase Ill Perioperative Studies in Muscle Invasive Bladder Cancer
all include pre/postop checkpoint*

NCTERE e e Kgent I Titiex _
NCT03924856 Perioperative (pre/post) Pembrolizumab + NAC Vs NAC for Cisplatin-eligible Maturing
Reoro MIBC KEYNOTE-866
: PLATINO ELEGIBLF
NCT03924895 A Randomized Phase 3 Study Evaluating Cystectomy With Perioperative(pre/post) Maturing
T Pembrolizumab and Cystectomy With Perioperative Enfortumab Vedotin and
Pembrolizumab Versus Cystectomy Alone (KEYNOTE-905/EV-303) “ISPLAT
NCT03661320 Chemotherapy Alone Versus Chemotherapy Plus Nivolumab or Nivolumab and Maturing
g BMS-986205, Followed by Continued Therapy After Surgery With Nivolumab or
il Nivolumab and BMS-986205 in Participants With Muscle Invasive Bladder Cancer
NCT04700124 Perioperative Enfortumab Vedotin Plus Pembrolizumab (pre/post) Maturing
Versus Neoadjuvant Gemcitabine and Cisplatin in Cisplatin-eligible Participants
Sk With Muscle-invasive Bladder Cancer EV-304
Recruiting

NCT04960709 Durvalumab +Tremelimumab + Enfortumab Vedotin or Durvalumab +
Enfortumab Vedotin (pre/post) for Perioperative Treatment in Patients With
e Muscle Invasive Bladder Cancer Ineligible for Cisplatin or Who Refuse Cisplatin

Dr. Jean Hoffman-Censits. 2024 Society of Urologic Oncology (SUO) annual meeting ol |F CISPLATINO
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NICE definition ™ EAU definition ¥ AUA definition ¥
*  Solitary * Solitary *  Solitary
PAPEL DE LA INMUNOTERAPIA EN TUMORES UROTELIALES: CYNMI Copmelcems o o - e
s pTaG2LG e LGpTa s IGTa
*  PLUNLMP * plaGl *  PLUNLMP
*  PUNLMP
, e (G RECEIGE Al tumours not defined  All tumours not defined as * LG Tarecurrence <1 year
*El NMIBC es una enfermedad heterogénea que se clasifica as low/high risk low/high risk «  Multifocal LG Ta
segun el riesgo de recurrencia y progresion a MIBC. s Solery 6 Ta>sam's
. d<3ctm's
« |GT1
El tratamiento estandar incluye RTUV seguida de tratamiento L © AnyTl L
. . .. . . . s Any Tl e pTaG3 *  Any recurrence HG Ta
intravesical (quimioterapia o inmunoterapia). «  pTis (Cis) + HG *  HG Ta>3cm’s/multifocal
*  Aggressive variants ®  Carcinoma in situ (CIS) =  AnyCIS
) ) of urothelial *  Multiple, recurrent and *  Any BCG failure in HG
*ElI BCG es el tratamiento adyuvante de referencia para NMIBC carcinoma large (>3cm’s) pTa patient
. .y . . . . G1/G2/LG . i histol
de alto riesgo y también se recomienda en riesgo intermedio. Hasnamon I
-El BCG fue introducido en 1976 y es la forma mas antigua de Definicion de NMIBC no respondedor a BCG (BCG-unresponsive):

*T1 de alto grado (HG T1) en la 12 evaluacidn tras la induccién con BCG

inmunoterapia intravesical. _
(al menos 5 de 6 dosis).

-Su maxima eficacia se obtiene con induccion de 6 semanas y *Ta/T1 de alto grado persistente o recurrente dentro de los 6 meses
mantenimiento trisemanal (LAM-SWOG 2000) durante 2 afios. posteriores a un tratamiento adecuado con BCG.

eCarcinoma in situ (CIS) persistente o recurrente dentro de los 12 meses
Se han intentado modificar dosis y nimero de instilaciones posteriores a un tratamiento adecuado con BCG.

para reducir toxicidad.
+» Se define BCG adecuado como la administracion de al menos 5 de 6 dosis del esquema de

induccion, mas 2 de 3 dosis de mantenimiento, o bien 2 de 6 dosis en un segundo ciclo de
induccidn.



Il JORNADA TRASLACIONAL

DE ONCOLOGIA DE PRECISION:

PAPEL Dt LA
INVIUNOTERAPIA EN

TUMORES UROTELIALES:

GVAMI

A TRAVES DE LAS VIAS
DE SENALIZACION
SEVILLA, 12Y 18

DE FEBRERG DE 2026

[ Intermediate Risk }

BCG-Naive

Filon and Schmidt

High Risk

‘ BCG-Unresponsive

THOR-2 'QUILT 2.005 CORE-008
Erdafitinib v N-803 + BCG Cretostimogene
v BCG + pembro
PoJjvs B E
— —
NCT 03914794 NCT 04375813
g Pemigatinib + Rapamycin v ngE;uD Pembro +
o TURBT placebo Gemgcitabine
T & Fo)
(o
NCT 06567743 ADVANCED-2
Cretostimogene o
+DDM TARA-002
1
.
L]
1
L)
1
1
L]
1
L]
A
ABLE-32 (" BRIDGE ("~ SunRiSe-3 \ (yevnore 676
Nadofaragene Gem/Doce v ;?r':'l.z:glf Pembrolizumab
v obs BCG L +BCG v BCG
i
D (e
ALBAN
NCT 0298543
Atezolizumab f i
Mitomycin +
= +BCG BCG
g N
SWOG 51602
POTOMAC
'E Durvalumab + Tokyo-172 BCG
o + vaccine v
BCG
N
(“eamapsco ) ( crest
Durvalumab + Sasanlimab + QUILT 3.032
R BCG N-803 + BCG *_Id .
=includes papillary
'! [EE only cohort

=oral = wbcutanmsE=mwus =intravesical
[:J=terminawd :_ ]=ac1ive -=mmpleted

FIG 2. A schematic representation that summarizes each of the classes and mechanisms of the novel treatments that have been detailed above.
BCG, Bacillus Calmette-Guerin; DDM, n-dodecyl-B-D-maltoside; TURBT, transurethral resection of bladder tumor.

ASCO Educational Book. 2025
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PAPEL DE LA INMUNOTERAPIA EN TUMORES UROTELIALES: CVNMI

POTOMAC ALBAN CREST ‘ H R - 0'68 for EFS
High grade Ta High grade Ta High Grade Ta
1 T T CREST POTOMAC
And/or CIS And/or CIS And/or CIS N .
Multiple and recurrent and 5 b I ) i
large with largest tumor =3 ‘x‘;;; D e
cm g ™ .,M“w
Durvalumab 1500 mg IV Atezolizumab 1200 mg Sasanlimab 300 mg SC g y Jo HR 08 (5% C1,050-00)
qdwk x 13 cycles IV q3k x 18 cycles qdwk x 25 cycles o 2 i B oo
i 5’;"2'?"5 = Lol 068 0.0008 H e Mp;'? 0:5":::1
I POTOMAC ALBAN CREST . I e
B o IIM AMM M SIM M

2-year
87 8 81 8 85
EFS (%) 2 2 %0 -La adiciéon de durvalumab o sasanlimab en pacientes de alto
3-year riesgo mejora EFS 3 afios en un 5-7%, con 20-30% de
EFS (%) 62 m & 79 82 75 toxicidades de grado 3.
0.68 (0.5-0.93) 0.98 (0.71-1.36)  0.68 (0.49-0.94)

-Es necesario sopesar las toxicidades, tanto a corto como a
59 0% 79% largo plazo, frente al grado de beneficio y la posibilidad de
terapias de rescate.

McGregor. ESMO 2025: Discussant: Systemic Treatment for Non-Muscle Invasive Bladder Cancer: Clinical Precision or Overreaction? UROTODAY
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PAPEL DE LA INMUNOTERAPIA EN TUMORES UROTELIALES: BIOMARCADORES.

- No disponemos de biomarcadores predictivos de respuesta Inmunoterapia en el cancer

urotelial.

- Mutaciones FGFR-3, tratamiento erdafitinib, anti-FGFR , en 22-32 L de enfermedad
metastasica.

- PDL-1 TPS >1%, adyuvancia nivolumab.

- ctDNA, biomarcador prondstico mas prometedor:

1.

2.
3.

ctDNA + |previa a la cirugia: DFS menor y un mayor riesgo de enfermedad ganglionar y localmente
avanzada.

ctDNA + en el postoperatorio: DFS peor y mayores tasas de recurrencia.
Eliminacion de ctDNA durante la quimioterapia neoadyuvante predijo la respuesta al tratamiento.

Los niveles de ctDNA tras la inmunoterapia neoadyuvante se correlacionaron con los resultados
patologicos y las tasas de recurrencia.

Se necesitan mas ensayos controlados aleatorizados para validar estos hallazgos (andrea Grosso Actas

urologicas espanolas. 2025)
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PAPEL DE LA INMUNGTERAPIA EN TUMORES UROTELIALES: CONCLUSIONES.

-La inmunoterapia ha revolucionado el tratamiento del cancer urotelial.

-Enfermedad metastasica:
« OS por encima de los 2 afios, en manteniendo, y 12L combinacion IO+AC conjugados.

-Enfermedad localizada:
« Adyuvancia: DFS de mas de 4 afios, en PDL-1 +.
« Perioperatorio: -IO+QT, paciente FIT: aumento DFS y pCR.
-IO+AC conjugados, paciente UNFIT: aumento importante EFS, OS y pCR

-No disponemos de biomarcadores predictivos de respuesta Inmunoterapia zlcéncer telial.
-ctDNA se perfila como biomarcador pronostico importante.

Cambio de paradigma de

FIT/UNFIT CISPLATINO
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