6™ ANNUAL UC COURSE | VICURSO ANUAL DE UC

Emerging personalized therapies for the Terapias personalizadas emergentes
management of urothelial carcinomas en el manejo del carcinoma urotelial

Bladder preservation for everyone?
éPreservacion de la vejiga para todos?

Felipe Couflago PhD
Director Médico de GenesisCare Espafa
Hospital Universitario San Francisco de Asis
Hospital Universitario Vithas La Milagrosa
Profesor Titular de la Universidad Europea de Madrid
Profesor de la Universidad Alfonso X El Sabio




Are we doing Bladder
Preservation for e 74% of patients were not offered a

Everyone‘?‘??‘??‘?’) treatment alternative other than radical

cystectomy.
»,'@ :V\?Jét: Béagde;rcaarl:cerPati...O Seguir .
i * 45% were not informed about the sexual
PR o T, side effects of cystectomy.

#bladdercancer patient experience with radical
cystectomy and treatment choices.

£J45% of respondents were not counselled on
sexual side effects of RC

£J74% of respondents had no other treatment

options discussed with them other than RC
Explore our survey findings «
worldbladdercancer.org/patient-and-ca...
Traducir post

1,198 b

Survey Countries Total
responses responded questions

a @ alison birtley 5 mas

Postea tu respuesta A/ISOI’I BII’t/e. EAU . 2024.

https://worldbladdercancer.org/patient-and-carer-experiences-with-bladder-cancer/




National

Cancer
Network®

ni

Comprehensive NCCN Guidelines Version 1.2025
Muscle-Invasive Bladder Cancer

CLINICAL ADDITIONAL
STAGING" WORKUP®

- Abdomen/pelvis
CT or MR f not
previously done

- Chest imaging
(CT chest)

- Bone scan or
MRI® i clinical
suspicion or

(s;g.nuo) | symptoms of

n bone metastases
. Estimate
glomerular
filtration rate
(GFR) to assess
eligibility for
cisplatin

PRIMARY TREATMENT

Neoadjuvant cisplatin-based
ccombination chemotherapy® or
perioperative/sandwich

with

SUBSEQUENT TREATMENT

cisplatin-based combination
chemotherapy? followed by radical
cystectomy? (category 1)

or

Neoadjuvant cisplatin-basod
combination chemotherapy or
rrlopﬁnlivnlsandwlch
immunotherapy with ne
cisplatin-based combination
chemotherapy® followed by partial
Cystectomy (highly selectod patients
with solitary lesion in a suitable
location; no CIS)

djuvant

or

Cystectomy alone for those not
eligible to receive cisplatin-based
chemotherapy

Bladder preservation with concurrenfl
chemoradiotherapy®09.c¢ (category
1) and maximal TURBT

I patient is not a candidate
for cystectomy or definitive
chemoradiotherapy:
RT%E

Indicated.

Reassess
tumor status
2-3 months

— |after

treatment
completion®®

Stage
[[11=3

N2,3)

Adjuvant

Tumor —+

or

No
tumor

[+ Chest imaging
(CT chest)

+ Bone scan or

MRP if clinical

suspicion or

symptoms

of bone

metastases

+ Consider
molecular/
genomic
testing99

+ Estimate GFR
to assess
eligibility for
cisplatin¥

If CIS, Ta, or T4,
consider TURBT +/-
intravesical therapy®

or
If persistent T2,
consider surgical
resection (ie,
cystectomy

or partial cystectomy
in highly selected
cases)'

Treat as metastatic
disease (BL-10)

—= Surveillance

(BL-6)

. Downst_aging
systemic therapy'

dd

cal Guidelines for TMT and Cystectomy
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Comprehensive
NCCN [eEulle
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or

TURBT ¢ intravesical therapy?
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after treatment
completion®®

Tumor —»

Best supportive care (NCCN
Guidelines for Palliative Care)
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Radical cystectomy versus trimodality therapy for muscle invasive bladder cancer: a
multi-institutional propensity score matched and weighted analysis

N=1119

191(23%)
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SHR 072 (95% Cl 0-50-1-04) SHR 0-73 (95% Cl 0-52-1-02)
p=0-071 p=0-057
0 T T T T T T T T T T T T
0 25 50 75 10-0 125 150 0 25 50 75 10.0 125 150
Number at risk Follow-up time (years) Follow-up time (years)
Radical cystectomy 440 289 179 82 28 6 0 837 595 403 172 62 16 0
Trimodality therapy 282 222 138 76 43 19 2 282 222 138 76 43 19 2

» This multi-institutional study provides the best evidence to date showing similar
oncological outcomes between radical cystectomy and trimodality therapy for select
patients with muscle-invasive bladder cancer.

Zlotta AR. Lancet Oncol. 2023




Prospective Comparative Study of Quality of Life in Bladder Cancer Patients
Undergoing Cystectomy or Bladder Preservation

B

* Overall, bladder cancer survivors have good

quality-of-life outcomes.
* There are no differences in urinary and
bowel domains with radiotherapy and surgery
» Sexual bother scores are better with
I radiotherapy compared to radical cystectomy
0 * Quality-of-life should be central to the

Urinary  U_Function U_Bother Bowel B Function B Bother Sexual S _Function S_Bothe

mBP 8968 83.87 93.43 88.84 88.47 89.08 56.87 38.36 81 decision-making process

mRC 85.14 81.35 89.2 87.36 89.41 86.19 415 25 62.03

90

Mean score
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Murthy V. BMJ Oncol. 2024



Quality of life after radical treatment for muscle invasive
bladder cancer: A systematic review and meta-analysis

Radiotherapy

Study Mean score (95%C1) Study Mean score (95%C1)
ONB Study Moan score (95%CI)
Avata (2007) 84.0 (81586 5) 800 (78.0-82.0) ] Study Mean score (3EUCH) ¢
Sogni (2008) 9.0 (80.7673) £30(99.896.2) —— ONB ped
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Fig. 3. EORTC QLQ C30 results for Orthotopic neobladder (ONB), Ileal Conduit Urinary Diversion (ICUD) or trimodal therapy(TMT) in terms of Emotional Func- i d ! ) I e T i ' R EEEEELEE)
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ig. 2. EORTC €30 results for Orthotopic neobladder(ONB), Ileal Conduit Urinary Diversion (ICUD) or Trimodal Theray ) in terms of Global Health Score
rinary P
(Panel A) or Physical functioning (Panel B).

Francolini G. Radiother Oncol. 2024



Factors that may
favor RC

Unfavorable
prognostic factors
for TMT (and *RC)

Radical cystectomy

Favorable
rognostic factors
High PS prog for
Poor bladder function RC and TMT
IBD or previous RT Unifocal cT2 stage
Diffuse CIS No hydronephrosis
Multifocal tumor No multifocal CIS
Trimodal therapy
Multifocal tumor
Daibes 02 High surgical risk
"Poor PS - Factors that may
o s i Desire to preserve bladder tavor TMT
(cisplatin ineligible)
*Hydronephrosis
*T3—4

(Caveats: comparative data limited/absent; tailor treatment toward each patient)

Gupta S. Eur Urol. 2025



T M T : Ra d I Ot h era py > @ Hypofractionated radiotherapy in locally advanced bladder

Choudhury A. Lancet Oncol 2021 cancer: an individual patient data meta-analysis of the
BC2001 and BCON trials

Ananya Choudhury*, Nuria Porta*, Emma Hall, Yee Pei Song, Ruth Owen, Ranald MacKay, Catharine M L West, Rebecca Lewis, Syed A Hussain,
B Nicholas D James, Robert Huddartt, Peter Hoskint, on behalf of the BC2001 and BCON investigators

Median follow-up was 120 months
R s e S e WV
: 64 Gy in 32 fractions 55 Gy in 20 fractions
T o (n=278) (n=295)
2
g 404 i o
§ Invasive locoregional control at 3 years (95% Cl) 2 sl late tmcrty
] —— BC2001 64 Gy in 32 fractions: 74-2% (67-9-79-4)
2 201 T 80001536y in 20 fractlons 775% (555836 Rectum 7(3%) 17 (6%)
—— BCON 64 Gy in 32 fractions: 56.2% (45-2-65-8)
----- BCON 55 Gy in 20 fractions: 63-5% (56-3-69-9) Bladder 66 {24%} 74 (2 5 %}
1 3 3 4 5
etk Rectum or bladder 69 (25%)* 82 (28%)T
fractions 88 88! -
R mfeton 900 et 5 B les) o Sson) 5-year late toxicity
BCON 32 fractions 97 (0) 66(9) 50 (16) 39(22) 35(24) 32(26)
BCON 20fractions~ 229,(0) 157G0) 122 (s5) 99(58) 92(63) 81(70) Rectum 8 (3%) 21 (7%)
B
100 Overall survival at 5 years (95% Cl) Bladder 86 (31%) 88 (30%)
E — BC2001 64 Gy in 32 fractions: 42-8% (36-6-48-9)
“=== BC200: Gy in 20 fractions: 41:3% (34-1-48.5)
o h NG Gy 3 cions 3524 09 0.-485) Rectum or bladder 89 (32%)* 97 (33%)§
BN +++=* BCON 55 Gy in 20 fractions: 45.2% (38-8-515)
- S
5 60
- LENT-SOMA urinary and rectal dysfunction subscales were recorded up to 5 years
§ o after radiotherapy in the BC2001 and BCON trials. LENT-SOMA=Late Effacts
° Normal Tissue Task Force-Subjective, Objective, Management, Analytic. *Four
20+
patients with both. tNine patients with both. $Five patients with both.
T T T T T ps " % §12 patients with both.
. Time from randomisation (years)
(rumber censored) Table 2: LENT-SOMA grade 3-4 bladder or rectum toxicity after the end
BC2001 32 fractions 279(0) 173(4) 126 (7) 107 (9) 80(18) 32(57) 8(73) 0(73) 0(73) . .
BQ001 20 fractions 177 (0) 1050) 76(5) €0) 49(13) 220) 7440) 0(40) 0(40) of treatment by fractionation groups
BCON 32 fractions 57 (0) 6101) 43(2) 1) 200) 7 (2) 203) 124) 0(24)
BCON20fmctions  229(0)  143Q) 109(4) @) s8EE) 460 366D 20 3(68)

Figure 2: Kaplan-Meier estimates of observed invasive| jonal 1(A) and observed overall survival (B) by trial and




TMT: Concomitant Chemotherapy

National

comprehensive NCCN Guidelines Version 1.2024 NCCNTtggllgiifngz r::w:net:
NCCN Bl Bladder Cancer Table ofContents

PRINCIPLES OF SYSTEMIC THERAPY

Radiosensitizing Chemotherapy Regimens!
Preferred regimens

» Cisplatinh alone35:36

» Low-dose gemcitabine37-3?

* 5-FU and mitomycin*?

Other recommended regimen

» Cisplatin and 5-FU37:41

» Cisplatin and paclitaxel3742

Useful in certain circumstances (not generally used for curative-intent
chemoradiotherapy for organ preservation)

* Taxane (docetaxel or paclitaxel) (category 2B)

* 5-FU (category 2B)

» Capecitabine (category 3)

*RTOG 02-33; RTOG 95-06; RTOG 99-06; RTOG 09-26; BC2011; RTOG 0712; BCON



Clinical Studies of TMT in MIBC

Model
ACURO-1627; No. of Pages 11

Actas Urologicas Espaiolas

Estudio Esquema de tratamiento Medida de resultado Estado =
primaria
ARTIA-Vesica Radioterapia adaptativa diaria Toxicidad Reclutamiento ARTICULO DE:ReVISIOP
NCTO5295992 Terapia trimodal para el cancer de vejiga: ;es ahora el
HIRACOM CT (cisplating) + hypo-IMRT PF5 a 2 afios e s estandar para la enfermedad musculo-invasiva?
NCT5453682 (64 Gy en 32 fx) I Clenfuegos Beimonte®. V- bodue Santana. P, Gajate Bora,
cT {C'ispla[inﬂl * hj"pﬂ'lm J. Fernandez Ibiza®, M. Alvarez Maestro", P. Sargos', F. Lépez Campos' y F. Coufiago”
[56-64 Gy en 20 fx vol. riesgo
alto) y 40-44 Gy vol. riesgo bajo
HyBla RCT Hipertermia 1-2/semanas en 10 05 Reclutamiento
NCTO05397262 sesiones + RT (50,4 Gy en
28 fx +boost 5,4 Gy (RO} o 9 Gy
(R1/2)+CT (cisplatino + 5FU)
ARTIA-Bladder Radioterapia diaria Toxicidad Reclutamiento
NCTOS700227 adaptativa +CT
RAIDER WERT; SART; DART Toxicidad Active, no reclutando
NCT02447549
NCTO1104350 RT + Gemcitabina Dosis maxima tolerada Active, no reclutando
RT dosis:
23.4Gy/1,BGy = 13 fx (total
68,4 Gy)
27 Gy/1,8Gy = 15fx (total
T20y)
30,6 Gy/1,8Gy = 17 fx (total
75,6 Gy)
GETUGVD4 RT (45 Gy pelvis y 63 Gy vejiga PFs Activo, no reclutando
NCTO1495676 a 1,8 Gy/fx)+

Cisplatino
Cisplatino + gemcitabina

These trials include adaptive radiation techniques, dose escalation, hypofractionation
and different sensitizing agents
Lopez Valcarcel M. Actas Urol Esp. 2024.



Estado

Ongoing =

studies of | "

TMT with
immune enoreom

Esquema de tratamiento 1.%" End-point
Quimiorradioterapia + inmunoterapia

RT (64 Gy en 32fx) + Seguridad

cisplatino (35mg/m?) +

pe izumab (200 mg

R 2 BIDFS a 2 afos
Pembrolizumab

o

cada 3 semanas x 3 ciclos)

Brazo A: RT (64 Gy o 55Gy) BIDFS
+ CT (cisplatino 35 mg/m? o

5FU 500mg/m? + MMC

L] 12 mg/m?
c e c O I nt Brazo B: gemcitabina
27 mg/m?) + pembrolizumab
LADND e Fada & camanac)
) ° °
SWOG/NRG 1806 .
inhibitors i Atezolizumab
6 semanas por 6 meses)
CRIMI . .
NCTO3844256 Nivolumab+Ipi
ipilimumab + nivolumab
ML-39576 RT (50 Gy) + atezolizumab Seguridad
NCT03620435
Atezolizumab
- Dlaaderopar
1Zuumsg 7 5 semanas por 1Z
meses
INSPIRE RT + CT + durvalumab (3 Respuesta clinica completa
NCT04216290 ciclos)
un| = -
NCTOd658862 Durva+Cetrelimab+TAR
partir de la semana 24/12
semanas durante 3 afios
Brazo B: CTRT (cisplatino o
gemcitabina) + RT (64Gy o
55 Gv <nln veiioa)
RADIOTERAPIA + .
INMUNOTERAPIA Nivolumab
es
NCT03421652 nivolumab (240 mg cada 2
1
IMMUNOPRESERVE .
NCTO370217 Durva+Tremilumumab
4 semanas)
EZOBLADDER PRESERVE F ogica
NCT04186013 ( At | b
) ezolizuma

Activo, no reclutando

Activo, no reclutando

Reclutamiento

Reclutamiento

Reclutamiento

Completado

Reclutamiento

Reclutamiento

Reclutamiento

Activo, no reclutando

Activo, no reclutando

Activo, no reclutando

Model
ACURO-1627; No. of Pages 11

Actas Urologicas Espaiolas
aeu

ARTICULO DE REVISION

Terapia trimodal para el cancer de vejiga: ;es ahora el
estandar para la enfermedad musculo-invasiva?

M. Lépez Valcarcel**, M. Barrado Los Arcos®, M. Ferri Molina“,
I. Cienfuegos Belmon(e“,' V. Duque Santana*®, P. Gajate Borau',
J. Fernandez Ibiza®, M. Alvarez Maestro", P. Sargos', F. Lépez Campos’ y F. Coufiago”

Lopez Valcarcel M. Actas Urol Esp. 2024.



Nivolumab + TMT: RCT Phase i
(NCT03993249)

E§TR02025

Study Design (NCT03993249) J [ I
Nivolumab Plus Chemoradiotherapy in Patients With nmMIBC Not Undergoing Cystectomy Efﬁcacy
viva
Patients with nmMIBC, not Protocol treatment must begin within 8 weeks following TURB-T ey Overall sur l
candidates for radical = -
cystectomy £ —
- ChemoRT" for 6 or 7 weeks Primary endpoint e 2 - =1
Key Eligibility: CDDP 20mg d1-d5, d22-d25 or ol £ 5 p=.005 S
»  Treatment naive MIBC 40mg/m?/week x6 Secondary endpoints. ! 5 RT+CDDP
Do IR Nivolumab 240mg q14 IV x5, starting 14 . ;g ® e ¥ Tl 60.5%
+  Urothelial, squamous, h '+ BC t 2 yoars a — -
glandutar histology days prior to ChemoRT, then 480mg q28 x6 & y i NR
+  GFR2 40ml/min + g (43.3%-74%)
s Pssi ChemoRT" for 6 or 7 weeks 2
= CDDP 20mg d1-d5, d22-d25 or X RT+CDDP+Nivolumab
r;;wwsfyundefqome 40mg/m?/week x 6 00{JERIRE | 4 ety 86,89
vigorous TURBT 4 [rr detanst = ———— 0 06 12 18 21 30 38 42 48 &4 NR 5
' 5 3DCRT or IMRT Fiekor S ume from randomaton dale in months (71 42‘%.94> 3 ]))
ki jhf?!olc;blﬂide‘r 69 Gy, boost 10 Gy (2 Gy/fraction) omei M 5 (8) 30 (4) X AMUOmL OO0
ESTRO 'Al(er median fup of 33 months, (95% Cl 29.4-38.3) I b £STRO
2025 s 22075
“a s Ia‘ . A

The addition of Nivolumab to chemoradiotherapy significantly improved BCFFS and OS in
patients with high-risk MIBC. The combination therapy led to higher rates of adverse
events, particularly thyroid immune-related dysfunction.

Andromachi Kougioumtzopoulou. ESTRO 2025



Molecular Biomarkers of Response to Trimodal Therapy in Bladder
Cancer

T —
e o I ey, o

v" Bax/Bcl-2
v' Sobreexpresién EGFR
Y MRE-11 BT Emmem e
v" Infiltracién por Linfocitos T CD8 Ll e (T B m= m
v IFN-Gamma TR ol
v' Sobreexpresion de HER-2 AL U LI Y TR TR =
v Valor Neutréfilo/Linfocito>4 =2l N T E =
v Mutaciones ERCC2 et LLE St TN
v Modificadores de la hipoxia con firmas de gy YT

expresion génica elevadas para hipoxia S T,

(HIF-1%, CAIX y GLUT1) C o W' g e B

R R R R R R R P R P P R P P P N I )
uuuuuuuuu

Currently, there are possible predictive biomarkers of response to TMT related
to apoptosis, cell proliferation, response to DNA damage or hypoxia, but none

have been validated.
Lopez Valcarcel M. Actas Urol Esp. 2024.



A New Era in the Perioperative Management

. Kates MR. ASCO GU 2024
of Muscle Invasive Bladder Cancer

Future Paradigms in cis-eligible MIBC

ddMVAC
or GC Clinical CR + : .
. CtDNA (-) » Active surveillance
TaNO. " muitimodal |
T3N1 Predictive Biomarker o — Consolidation Persistent
X B RT or RC i 3 :

T2N2 A - (RT or RC) ~ T2-T4 or N+ [+/- CtDNA:

Alternative »  Adjuvant anti PD-1

neoadjuvant

therapy



Los casos deben valorarse en comité multidisciplinar, y los pacientes deben poder
visitar al urdlogo , al oncélogo médico y al oncélogo radioterapico para hablar de las
distintas opciones terapéuticas y que el paciente pueda participar en la decisién final
de tratamiento.

Los candidatos ideales para TMT incluyen pacientes con estadio cT2 unifocal, sin
hidronefrosis, ni CIS multifocal concomitante, y que presentan una buena funcidn

urinaria basal.

Si bien el estadio cT3-4a, la hidronefrosis y el CIS son factores de mal prondstico, su
presencia no es contraindicacion absoluta para TMT

Cuando sea posible, se debe realizar una TURBT maxima, antes de iniciar el TMT.



X @fcounago IN Felipe Coufiago MD PhD o felipe.counago@genesiscare.es
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