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Surgery has a role in metastatic nodal disease in bladder cancer

La cirugia tiene un papel en la enfermedad ganglionar

M.Isabel Galante Romo
Hospital Clinico San Carlos



7™ ANNUAL
Emerging personalized therapies for the

management of urothelial carcinomas

Conflicto de intereses

Employee
e SERMAS (Servicio Madrilefio de Salud)

Consultant, Scientific Advisory Board

e Johnson & Johnson, Astellas, MSD, BMS, Bayer

Travel

e Johnson & Johnson, Bayer, Recordati

Mentoring

¢ Intuitive




<c=—N
g o i Y
|
™,
S

FRENTE Al
CAMNC
DE VEJIGA

TRIUN

CIRUGIA

CANCER /&
DE VEJIGA .4



7" ANNUAL

Emerging personalized therapies for the

management of urothelial carcinomas

Radical Cystectomy and Extended

Justificacion Clasica de la Cistectomia Radical Pelvic Lymphadenectomy: Survival of Patients
With Lymph Node Metastasis Above the Bifurcation

of the Common Iliac Vessels Treated With Surgery Only

Recurrence free survival, n=336 Recurrence free survival, n=64
PNO vs pN+
= Kenneth Steven* and Asger L. Poulsen
100 From the Department of Urology, Herlev Hospital, University of Copenhagen, Herlev, Denmark
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FIG. 3. Recurrence-free survival in 272 patients without evidence of metastasis stratified by number of involved lymph nodes (5 or less S G a 5 a n OS 4 1 /o (76 /0 N O VS
lymph node involvement and in 64 patients with lymph node me- vs more than 5) after radical cystectomy for bladder cancer.
tastasis after radical cystectomy for bladder cancer. 0
39% N+)
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Recurrence free survival, n=336 Recurrence free survival
100 T 100
. SLP 39%
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0,
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Fi1G. 4. Recurrence-free survival stratified by organ confined disease (stage pT2 or less) vs extravesical disease (stage pT3 or greater) in 336 Steven, Poulsen. J Urol 2007.

patients (A) and in subgroup of 64 patients with lymph node metastasis (B) after radical cystectomy for bladder cancer.
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Outcomes of radical cystectomy with extended
lymphadenectomy alone in patients with lymph
node-positive bladder cancer who are unfit for or
who decline adjuvant chemotherapy
«Cistectomia en pacientes que rechazaron o no eran aptos para quimioterapia adyuvante.

*Resultados: SG a 5 afios del 23% y SLP del 32%.

» 25% de los pacientes con metastasis ganglionares documentadas se curan mediante una cirugia

Justificacion de la Cistectomia Radical Pre-QT
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Justificacion Clasica de la

LN status LN status
1 1 H - N1 N1
Cistectomia Radical Post-QT . ol
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Follow-up period (months) Follow-up period (months)

pCR >> CSS (P <.0001).
cCR = 38,5% Enfermedad Residual.

El valor predictivo negativo de la La evaluacion de respuesta clinica fue del 61,5%
Meijer. Urology 2014



cPodemos Asegurar pTO?

318p NAC > 114p RTUv = RC

114p con RTUv:
53p Sin Evidencia Enfermedad
25p (47%) pTO RC
28p (53%) Tumor : (25% Cis) 23%pT2

Sensibilidad RTUv 27% - Especifidad 95%

Tras RC 25p (57%) pT2
12p <T2 fueron N+
Infraestadficacion 32% RTV vs RC

Los paneles génicos no Reducen infraestadificacion

EUROPEAN UROLOGY 79 (2021) 364-371

= R
available at www.sciencedirect.com EUROPEAN

journal homepage: www.europeanurology.com

European Association of Urology

Clinical Restaging and Tumor Sequencing are Inaccurate
Indicators of Response to Neoadjuvant Chemotherapy
for Muscle-invasive Bladder Cancer

Table 2 - Test performance characteristics of post-NAC restaging
TUR (>rT2) as a test for residual MIBC at cystectomy (>ypT2)

<ypT2 >ypT2
<1T2 60 37 NPV: 60/97=62%
>rT2 3 14 PPV: 14/17=82%

Specificity: 60/63=95% Sensitivity: 14/51 =27%

A 1001 B 100+ i
" =~ RETAIN (-) —= Alliance (-)
£ 801 “ RETAIN (+) & 804 ~ Aliance (+)
K] T
> >
S 60 5 6
a H ey s
= 404 = 404
g o
[ p=0.1 [ p=0.1
> > 204
3 20 3 20
G T T T 1 v T T T 1
0 2 4 6 8 0 2 4 6 8
No. at risk Years after RC No. at sk Years after RC
RETAIN (+: 27 17 12 10 6 Allance (23 15 12 10 6
RETAIN (+): 22 12 4 2 1 Alliance (+): 26 14 4 2 1

Fig. 2 - Overall survival of 49 patients with versus without mutations in (A) the RETAIN gene panel or (B) the Alliance gene panel. Tick marks show
censored patients; the number of patients at risk is depicted below. Mantel-Cox test p=0.1 for both comparisons. RC=radical cystectomy; RETAIN =Risk
Enabled Therapy After Initiating Neoadjuvant Chemotherapy for Bladder Cancer.



pTO pueden Recurrir y Progresar

()I'lCOlIDgYr https://dol.org/10.1016/|.urology.2017.09.003
@ Immediate RC 5y - DFS o 60%
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Outcomes Following Clinical Complete

Response to Neoadjuvant _ 5y — CSS ~ 90%
Chemotherapy for Muscle-invasive pr ~
Urothelial Carcinoma of the Bladder in ropmin: —
Patients Refusing Radical Cystectomy el || N = ‘rs

.r}.-‘

Dennis Robins, Justin Matulay, Michael Lipsky, Alexa Meyer, Rashed Ghandour, P
Guarionex DeCastro, Christopher Anderson, Charles Drake, Mitchell Benson, and
James M. McKieman (

bladder cancer Stage: M1b

T

e
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No RC
= Management:
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ot s n=9

148p NAC - RTU cTO

Conservative Management Following Complete Clinical @ 71p (48%) Recurrencia (16 MIBC, 55NMIBC)

Response to Neoadjuvant Chemotherapy of Muscle . . ! 0 ]

Invasive Bladder Cancer: Contemporary Outcomes of a RC pre;':;erggcer Specfic Death (85%) tras recaida
(o]

Multi-Institutional Cohort Study 93% NMIBC

Patrick Mazza, George W. Moran, Gen Li, Dennis J. Robins, Justin T. Matulay,

. ; . .
Harry W. Herr, Guarionex J. Decastro, James M. McKiernan and Christopher B. Anderson Riesgo 7% Muerte por Manejo conservador
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Cambio de Paradigma > De Enfermedad Paliativa a Oligometastdsico

Percent survival

B

Javelin
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Standard-switch

ioacl Median OS

== Avelumab n=47 70 mo.
26 mo.

P= 0.015

== Chemo n=122

504

o T 7T T T T T
0 12 24 36 48 60 72 84 96 108 120

Months

2-3-ycle, 33 versus 13 months (p < 0.001):

Percent survival

100

C Overall survival (from 1st-line)

Early-switch

Median OS
«t= Avelumab n=35 33 mo.
== Chemo n=104 13 mo.

P <0.001

0

T T T T T T T T 1
0 12 24 36 48 60 72 84 96 108 120
Months

D

10

EAU 2026: Real-World Efficacy of Avelumab Maintenance Therapy in Advanced
Urothelial Carcinoma: Survival Impact of Early Transition After 2-3 Cycles of
Chemaotnerapy

Percent survival

Overall survival (from 1st-line)

1st-line chemo. Median OS

0
== >4 cycles n=49 70 mo.
—i— <4 cycles n=36 33 mo.

P=0.047

o7 T T T T T T
0 12 24 36 48 60 72 B4 96 1oa 120
Months

Avelumab adyuvancia 25% Reduccién de Riesgo de Muerte.

< 50% de los pacientes pueden mantenerlo.
OS 18m desde inicio de tto

Menos de la mitad reciben avelumab de mantenimiento.

El éxito estd en la secuenciacion ...

pero 50% es infructuosa.

Powles T. N Eng J Med 2020
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, A Overall survival B Progression-free survival per BICR
Paciente Metastasico - 1L m amE oW o g
- Treatment patients __(95% CI), mo Treatment __patients __ (95% Cl), mo
& 904 NIVO + GC 22154 46.3 (24.0-NE) g 907 NIVO + GC 27154 30.5 (9.56-NE)
S 80 GC 3wse  249(214-299) & 80 GC 31/56  8.84(7.52-10.9)
§ 704 HR (95% CI), 0.58 (0.34-1.00) § 70- HR (95% CI), 0.38 (0.22-0.66)
. . = 60 g £ 0.
CheckMate 901 (Nivolumab + GemCis) § 50 53 w0
s 40 ‘;% 401
£ 30 Z 20
8 20 3 20
2 104 a 4
2 10 10
NIVO +GC; GC; o o
patients with CR (N = 34) Patients not patients with CR (N 0 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54
on subsequent No i rie Months from randomization Socat sk Months from randomization
st',,’,emem-"d NIVO+GC 54 490 41 35 24 18 13 8 5§ 2 1 0 NVO+GCS4 44 28 23 17 13 7 3 1 0
(n=3) GC 56 54 41 32 20 10 8 3 2 0 0 0 GC 56 28 E 4 2 0 0 0 0 0 0
Patients not on
rantment and| ——— e
il i Others | mOmm—
(0= 18) | EO— | ——
Cmm—— — 81%
- O
O, -
= ——
——
0 6 12 18 24 30 % 42 48 54 60 66
- Months from randomization CREN
Others :—_ PR
(n=16)| =<
E_ == On NIVO+GC therapy = On GC therapy == TF| == Subsequent therapy
I-’_I"' . r r . r . r r . »Ongoing response without subsequent therapy ~ O First response 30%
0 6 12 18 24 30 36 42 48 54 60 66 19%
Months from randomization SD 93% 25%
PD 3.7% 5.4%
0, : .
El 41% de los pacientes que lograron RC con NIVO+GC mantuvieron ve 5% 54%
NIVO + GC GC
una respuesta continua sin necesidad de tratamiento adicional = =

(intervalo libre de tratamiento) (vs 16% en el brazo de quimioterapia) Galsky. EurUrol 88 (2025):325-330.



A Progression-free Survival
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g 70 mo
£ 60 .
5 ool Enfortumab vedotin- EMM:::&;?::.::E 223/442  12.5 (10.4-16.6)
g" 404 pembrolizumab Chemotherapy  307/444 6.3 (6.2-6.5)
§ 304 Hazard ratio, 0.45 (95% Cl, 0.38-0.54)
K] Two-sided P<0.001

204

Paciente Metastasico — 1L

0

Chemotherapy

T T 1 — T T T T T T T T T 1
2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Months

No. at Risk
Enfortumab 442 409 361 303 253 204 167 132 102 73 45 33 17 6 3 1

EV-302 (EV-P vs QT)

Chemotherapy 444 380 297 213 124 78 56 41 30 19 8 6 5 3 2 1 1

B Subgroup Analysis
Th— Enfortumab Vedotin—
Enfortu{;na:) Vedo;ln h h Subgroup broli b Ch herap Hazard Ratio for Disease Progression or Death (95% Cl)
Pembrolizumal Chemotherapy mo (0. of events/no. of patients)
ictt = = Overall 12.5 (223/442) 6.3 (307/444) = 0.45 (0.38-0.54)
Characteristic (N=442) (N=444) .
<65 yr 127 (75/144) 6.4 (88/135) —— 0.45 (0.32-0.62)
; : =65 yr 12.0 (148/298) 6.2 (219/309) —— 0.45 (0.36-0.56)
Sites of metastasis — no. (%) e
White 10.4 (168/308) 6.2 (207/290) =t 0.48 (0.39-0.60)
Lym Ph node only 103 (233) 104 (23.4) Other 22.3 (55/134) 6.5 (100/154) —e—i 0.39 (0.27-0.55)
Geographic region
. i North America 12.0 (58/103) 6.3 (55/85) — 0.56 (0.38-0.82)
Visceral site 318 (71.9) 318 (71‘6) Europe 10.4 (94/172) 6.3 (144/197) —_— 0.50 (0.38-0.66)
Rest of the world NE (71/167) 6.2 (108/162) —— 0.35 (0.26-0.48)
Sex
Bone 81(18.3) 102 (23.0) Female 10.4 (55/98) 6.1 (74/108) — 0.49 (0.34-0.71)
. Male 14.6 (168/344) 6.3 (233/336) = 0.44 (0.36-0.54)
Liver 100 (22.6) 99 (22.3) £COG performance.status score
0 223 (93/223) 6.7 (146/215) —— | 0.36 (0.28-0.48)
lor2 9.3 (130/219) 6.1 (161/227) ——1 0.53 (0.42-0.68)
Lung 170 (38.5) 157 (35.4) Primary site of origin of disease
Upper tract 127 (69/135) 6.2 (70/104) —— 0.50 (0.35-0.71)
Lower tract 12.5 (152/305) 6.3 (236/339) = 0.44 (0.35-0.54)
Liver metastases
0 0, o) Py it 8.2 (66/100 6.0 (78/99) —— 0.53 (0.38-0.76)
Resultados generales : (RC) 29.1% con EV-P frente al 12.5% con resen e e e aloaeeiesy
. . PD-L1 expression
qui miote rapia. Low (CPS <10) 10.5 (105/184) 6.3 (127/185) ——i 0.50 (0.38-0.65)
High (CPS =10) 18.5 (116/254) 6.2 (176/254) —— | 0.42 (0.33-0.53)
Cisplatin eligibility status
Eligible 14.6 (117/244) 6.5 (149/234) —— 0.48 (0.38-0.62)
Resultados en el subgrupo de ganglios linfaticos exclusivos (n=207):| | s ofmetsess
e

Reduccion Riesgo Progresion 60% . SLP NE (SLP QT 8.3 lymph node ol NeGaion 53308 ; 040 (026062

Renal function

meseS) Mild impairment 12.7 (79/165) 6.3 (114/162) —— 0.46 (0.34-0.62)
.z - . oderate or severe impairment . . = | X .36-0.
Reduccién Riesgo muerte 54% . Mediana SG no NE. (SG QT . i s el - il

27.5 meses ) Enfortumab Vedoti brolizumab Better Chemotherapy Better
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. . . . Neoadjuvant and Adjuvant Enfortumab Vedotin
PEHGPEI‘HH?E Durvalumab with NE(}adJU‘.-’HIlt Plus Pembrolizumab for Participants With Muscle-

Chem[}therapy in Operable Bladder Cancer Invasive Bladder Cancer Who Are Eligible for
Cisplatin: Randomized, Open-Label, Phase 3

T. Powles, .W.F. Catto, M.D. Galsky, H. Al-Ahmadie, ].). Meeks, H. Nishiyama, KEYNOTE-B15 Study
T W - i S Y | — T W . —- e
.Q. Vu, L Antonuzzo, P. Wiechno, V. Atduev, A.G. Kann, T.-H. Kim, C. Sudrez,
C_- . C"IJHE. F :CE"Im-_'-_I' n, r'..'1_ GEE:‘IFCE L, 3_'_ E-EII \l_ '::lli'.-'f'irr:l, T 3_|l:|‘ er, Matthew D. Galsky', Begoiia Pérez-Valderrama?, Marco Maruzzo?, Albert Font#, Tudor Ciuleanu®, Jonathan Chatzkel5,
- Takuya Koie’, Christopher Hoimes?, Javier Puente?, Yousef Zakharia'®, Eli Rosenbaum', Katharina Boehm 2,

| e - b 1 e - - i 2 S wvan Haii -
rl"" - G'—'-C o, T z'—'-"' naria, .-I _,ﬁ' mstror E—E- _,|'.‘|'_ I:‘-" L r—"'t"]- S HI:IS'- and r'1-:‘- var dEr 'E'I,I del ¥ Yohann Loriot'3, Jens Bedke™, Thomas B. Powles'?; Heidi S. Wirtz'¢, Michael Mihm'7, Qinlei Huang'®, Aljosja Rogiers'®,
L Mk K e o af a 18 36 a: 2 | iafin19
forthe MIAGADRA |nvestioators® Rlanca Homet Mareno'® Alfonso Gémez de liafio

Key Secondary Endpoint: OS

pCR EFS 0s ITT Population 103

Estimatad differance”

23.4% (95% C116.7-20.8)
OR, 1.60 1004 goo  1-sided P<0001"
€,1.23-208 "‘N\ 180.5% =
\\ pri| o
" . e g ¥
. =m—— g
T e—————— e - 3
-y 3
m 50.0%) e & 40
=3
Median, mo (B6% CI) NS (NR-NR)  NR (NR-NR) '\0
. HR0.65, 95% €1 0.48-0.89,
; el - Lsided P =.0029° ‘
--------------------- SABARPARRALR A RARS R AL AR R : ! . ; r : ; - y M
: 0 | 1 30 I 48 4 - "
No. at Risk L wid o
pembra  gam

N+ 5-10 % - Muy poco representados

ctDNA



Levels of ctDNA
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La dindmica de ctDNA aporta datos de enfermedad a
tiempo real y puede contribuir a la toma de decisiones
en el tto perioperatorio.

DIAGNOSIS

B NEOADJUVANT
EARLY ADJUVANT
DETECTION | 1 SURVEILLANCE METASTATIC RELAPSE
Ay
SURGERY
Response to
neocadjuvant
therapy Treatment response
L9 monitoring
; Early
recurrence
Detecting monitaring
minimal residual

disease

Time

ctDNA (+) Pre-Qx No se asocia a pCR
Hay pacientes con Aclaramiento ctDNA post-Cistectomia.

Sin embargo ctDNA (+) PostQx se relaciona con No-pCR.

ctDNA+  Baseline Pre-RC

Post-RC

ctDNA- §— Neoadjuvant §
BEP ., ST
260/460°
Durvalumab ‘, S8% .
1371238
55%
Comparator ., N

Pre-RC ctDNA-
Combined arms, N=315 (78%)

GGG

Non-pCR
49%

Prapartion of patiants (%)
Pre-RC ciDMA- BEP and had RC

ctDNA- status was not associated with pCR

§— Adjuvant

2% B “’ 9%
w42 RS 311345
@
S
19% k] ' 10%
w2 181184
o
26% ' 8%
54/207 13161
Pre-RC ctDNA+
Combined arms, N=89 (22%)
pCR
3%
Non-pCR
9%

Proportion af pafients (%)
Pre-RC cf0NA+ BEP and had RC

ctDNA+ status was highly correlated with non-pCR
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Resultados perioperatorios No comprometidos

« la exposicion a la NAD no asocia a

After propensity score matching RC alone vs RC+NC resultados perioperatorios perjudiciales ni
Overal RC alone RC+NC pue  ORO5YC)  pale mayor riesgo de morbilidad y mortalidad
(n=2080) (n=1664 [80%]) (n=416 [20%]) postoperatorias_

Postoperative complication, no. (%):
Overall 1508 (725) 1209 (72.) 29(719) 07 0%0512) 07 » EI TTO sistémico previo puede considerarse

Cardia 117(55) % (37) 1(53) 08 0\ 07 un abordaje seguro en pacientes con CVMI.
Respiratory 917 (441) 741 (45) 176 (423) 04 091 (0.73-1.14) 04

Genitourinary 819 (394) 652 (392) 167 (40.1) 07 1.04(083-130) 07 ) )

Vascular 289(139) 21(133) 68(163) 01 128(0.95-1.73) 01 « La cirugia minimamente invasiva no
GaSUTETESﬁnaIEd | 2555]23 ZIUE]Z.EJ 455]0.3) 03 U.BZEU.SE-].]E] 03 Compromete la Seguridad del paciente y
Miscellanous medica 528 (254) 425(255) 103 (248) 08 0.94(0.72-121) 06 . -
Woud 4 (40) 7040 ) 0 L0(05%-176) 09 puede con.solldar. lqs resultadps oncologicos
HB, no. (%) 599(335) 562(338) 137 (329) 07 0.96 (0.76-1.21) 07 del tratamiento sistemico previo.

Readmission, no.(%)" ssu (466) 717 (47) 131(438) 03 0.8 (0.69-1.14) 03

Perioperative mortality no. (] 160(82) 12(83) B(17) 07 0.96 (0.62-145) 08

Gandaglia G, Popa |, Abdollah F, Schiffmann J, Shariat SF, Briganti A, et al. The Effect of Neoadjuvant Chemotherapy on Perioperative Outcomes in Patients Who Have Bladder Cancer Treated
with Radical Cystectomy: A Population-based Study. European Urology. 2014 Sep;66(3):561-8.
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EQS5D VAS
. . a). c). Mobility e). Self-care g). Pain/discomfort
100 - 100 - 100 - 100
Calidad de Vida . .
g 80 - 80 - 80
- i .
8 E 60 p=0.02 60 60
a v — i
g 40 € 40- 40- 40
| - i
20 S 20 20 20
0 T T T 0= 0- 0
- & & &
EQ5D Util o . . »
b) Q .y d). 400, Usual activities ). ;oo Anxiety/depression & 0‘@ &
[ p=0.004 | oe\»*‘ <*
Z 804 f 1 80 Q
g ot . p=0.02
3 é 60 - T I —
£ 04 g w] -
5 £ ]
0.2- E 20 20 - Il TURBT Pathway
il 1 1 Bl Radical Pathway
0.0 : . . 0- 0-
o @ X
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BJU Int 2023 doi:10.1111/bju.16242 oﬁ\ Q'@ QD‘} N — 349
Original Atticle 830 Wormaianal Q

Health-related quality of life after a diagnosis of bladder
cancer: a longitudinal survey over the first year

Zoe Rogers', Adam Glaser, James W.F. Catto®’, Sarah Bottomley®, Ibrahim Jubber®’, Sanjeev Kotwal®,
Paul Brittain®, Jonathan Gill®, Mark A. Rogers'®, Mohantha D. Dooldeniya'", Philip Koenig'?, Jo Cresswell',
Rohit Chahal', Nicolas Bryan'®, Nick J. Smith'¢, Kelly Pritchard'?, Zahir Abbasi'®, Samantha J. Mason® (),
Kate Absolom' and Amy Downing'%
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La Cirugia Cura

La ePLND erradica la
micrometastasis pélvica,
logrando tasas de curacion a
largo plazo del 25-40% en
enfermedad pN+ comprobada,
de manera exclusiva y sin
terapias sistémicas.

Estadificacion
Precisa

Una cirugia rigurosa evita la
infraestadificacion y elimina
micrometastasis y clones
celulares refractarios a
tratamiento, guiando con
precision el pronodstico y la
toma de decisiones.

Base para la
Multimodalidad

il

-

La precision anatomica en la
linfadenectomia sigue siendo
el pilar fundamental e
insustituible sobre el cual
construir el éxito de las
terapias sistémicas actuales.
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