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Indications for Bladder Preservation (TMT)
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Radical cystectomy versus trimodality therapy for muscle invasive bladder cancer: a
multi-institutional propensity score matched and weighted analysis

Before matching After 3:1 matching
Radical Timodality pvalue  Radical Trimodality  pvalue
cystectomy therapy cystectomy  therapy
(n-440)  (0-282)° (-837)t (=282 N — 1 1 1 9
Age, years 712 716 022 714 716 076
(637-772)  (640-78.9) (66:0-771)  (64-0-78.9)
Sex - 031 - 065
Female 92 (21%) 68 (24%) - 213(25%) 68 (24%) =
Male MB(79%)  2U4(6%) - 624(75%) 214(76%) -
Carcinomainsitu - " 0096 - - 051
No 324 (74%) 223 (79%) L] 646 (77%) 223(79%) LT c
Yes 16(26%)  59(21%) - 191(3%)  591%) - 65
Clinical T-stage - 00024 - 2 091 T T
e 362 (82%) 255 (90%) - 755(90%)  255(90%) ”
13-4 78 (18%) 27 (10%) - 82 (10%) 27 (10%)
BMI = " 0014 - “ 0:40 F 80 i
<30 kg/m’ 340(77%)  192(69%) - 600(72%)  192(69%) - =
230 ka/m® 100 23%) 86 (31%) & 237(28%)  86(31%) a _55
Missing o 4 - 0 4 . g
Hydranephrasis - . w0001 - ; 035 é 60- |
No 3GT™ 255(90%) 740(88%)  255(90%) - G
4 o, 0,
Yes wiEw)  7aew - gz zaow - & 5y-CSS . 8 (y 8 ‘y SV-CSS' 83 A) VS 85 A)
Neoadjuvantor 2 5 00001 - - 042 5 ° 1 Y VS * 4 Y * *
adjuvant z 4 n
chemotherapy 5 40
No 259(60%)  123(44%) - 340(41%)  123(44%) - a
Yes 176(40%)  159(56%) - 492(59)  159(56%) - g
Missing 5 (1 5 0 ;.;a" 20 7
Smoking history - - 057 - - 091
Never smoked 115 (26%) 69 (24%) ™ 201(24%)  69(24%) " SHR 0-72 (95% C10-50-1-04) SHR 0-73 (95% (1 0-52-1-02)
Currentor former 321 (74%) 213(76%) - 632(76%)  213(76%) - p=0-071 p=0-057
smoker
2oy 0 T T T T T T T T T T T T
Missng 4 0 = 4 9 = 0 2.5 5.0 75 100 125 150 0 25 50 75 100 125 150
ECOG status. = 0 059 - 2 057 3 i
o T B i Hiomiberat sk Follow-up time (years) Follow-up time (years)
1or2 62(25%)  64(3%) - 127(4%) 64023 - Radical cystectomy 440 289 179 82 28 6 0 837 595 403 172 62 16 0
i 189 i - a8 0 = Trimodality therapy 282 222 138 76 43 19 2 282 222 138 76 43 19 2
Dat: (%), ECH i gy Group. *All patients in
it 10fthe 282 trimodality therapy patients, with
31 matching. i i
83 p 846.
Table: Basel matching

Zlotta AR. Lancet Oncol. 2023



T M T: R d d [ Ot h era p v > ® Hypofractionated radiotherapy in locally advanced bladder

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

m Ananya Choudhury*, Nuria Porta”, Emma Hall, Yee Pei Song, Ruth Owen, Ranald MacKay, Catharine M L West, Rebecca Lewis, Syed A Hussain,
A . Nicholas D jamest, Robert Huddartt, Peter Hoskin', on behalf of the BC2001 and BCON investigators
1007 Median follow-up was 120 months
g 8oq iy S s s . . ) )
A R 64 Gy in 32 fractions 55 Gy in 20 fractions
3 ey e (n=278) (n=295)
B
2
£ ; ;
_’g Imﬁlmrﬁiflémi] (ou;tml‘:ﬁyears(?asﬁ [4)] ) 2 year late tox.cny
] — BC2001 in 32 fractions: 74-2% (67-9-79-4/
£ ool sassissei Sty 169?—!!;6) 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 (25%)
0 1 2 3 4 5
Nomberatrisk Rectum or bladder 69 (25%)* 82 (28%)t
(number censored)
fract s
S hacions (0 pipe 560 "50(65) 05 o0 5-year late toxicity
BCON 2 fractions 97 (0) 66 (9) 50(16) 39(22) 35(24) 32(26)
BCON 20 fractions 229(0) 157 (30) 122 (45) 99 (58) 92(63) 81 (70) Rectum 8 (3%) 21 (7%)
B
100, Overall survival at 5 years (95% CI) Bladder 86 (31%) 88 (30%)
BN —— BC2001 64 Gyin 32 fractions: 42-8% (36-6-48.9)
My e BC2001 55 Gy in 20 fractions: 41 -1-48-
o e M s o2 e B L Rectum or bladder 89 (32%)+ 97 (33%)§
"R -=- BCON 55 Gy in 20 fractions: 45-2% (38-8-515)
£
& 604 . .
E LENT-SOMA urinary and rectal dysfunction subscales were recorded up to 5 years
HES after radiotherapy in the BC2001 and BCON trials. LENT-SOMA=Late Effects
“ Normal Tissue Task Force-Subjective, Objective, Management, Analytic. *Four
20+ - . . . . . . .
patients with both. tNine patients with both. $Five patients with both.
0 T T T : = - pr - §12 patients with both.
raneratiik Time from randomisation (years) N
(humber censored) Table 2: LENT-SOMA grade 3-4 bladder or rectum toxicity after the end
8C200132 fractions  279.(0) 73(4) 126(7) 107(9) 80(18) 2(57) 873) 073) o) g ;
BQ00I 0factions  17(0)  105(2) %6 60 40y 200 7(40) o) owo) of treatment by fractionation groups
BCON32 fractions  97(0) 6101) 430 344) 2(10) 702) 2(23) 1(4) 0(24)
BCON 20 fractions  229(0) 143(3) 109 (4) 74(23) 58 (28) 46 (30) 36(32) 22(42) 3(58)

Figure 2: Kaplan-Meier estimates of observed invasive locoregional control (A) and observed overall survival (B) by trial and fractionation group




TMT: Concomitant Chemotherapy

National . . . -
comprehensive NCCN Guidelines Version 1.2024 NCCNTc;g;geoufngz :ednet:
Ry Cancer | Bladder Cancer i e

PRINCIPLES OF SYSTEMIC THERAPY

Radiosensitizing Chemotherapy Regimens'

Preferred regim

+ Cisplatin" alone35:38

+ Low-dose gemcitabine37-39
+ 5-FU and mitomycin4?
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



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

EORTC QLQC-30 Bladder C Ind
adder cvancer inaex
e ) 60 ) 6 ) ) @) @)
/ \ e = r = W =

Mean Score

Murthy V. ASTRO 2023



Methods: A systematic review was carried out including all prospective and retrospective studies enrolling patients treated
with radical intent for non-metastatic MIBC from 1999 to 2021 (either RC or TMT). All studies included specifically reported
QoL for one of the main treatment approaches explored (RC followed by ileal conduit urinary diversion-ICUD, ONB or
TMT). Review was conducted according to Preferred Reporting Items for Systematic Reviews and Meta-Analyses (PRISMA)
statement.

Results: Fifty studies were included in the final analysis, assessing QoL after RC followed by ICUD or ONB in 6 and 15 cases,
respectively. Six studies addressed QoL after TMT. ICUD vs ONB and TMT vs ICUD/ONB comparisons were carried out in 21
and 1 studies, respectively. Pooled analysis for EORTC QLQ- C30 and BLM-30 questionnaires showed that ONB yielded a
significant advantage if compared to ICUD only for Physical Functioning (pooled mean standardized difference -0.73 SD, p-
value 0.019, | 2 =93%) and for Emotional Functioning (pooled mean standardized difference -0.16 SD, p-value 0.029, | 2
=0%). A trend in favour of higher mean reported values after TMT for Global Health Score, Physical Functioning and Role
Functioning was found, if compared to both RC approaches

In most cases, CR entails the need to an external urinary diversion and urostomy, unless
orthotopic reconstruction can be performed. This has an impact on sexual function and can
cause psychological and emotional problems, worsening the quality of life.

Francolini G. ASCO 2023
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m-"i e R E s St Ii ﬁ . 1] Sy idad m:ll-tﬂﬂm Terapia trimodal para el cancer de vejiga: jes ahora el

estandar para la enfermedad musculo-invasiva?
mm - - : M. Lépez Va:én:el"', M. Barrado Les Arcos”, M. Ferri Molina®,
HIRACOM CT (cisplating) + hypo-IMRT PFS a 2 afios Reclutamiento e Ty R T v g uamg?
NCT5453682 (64 Gy en 32 fx)
CT (cisplatina) + hypo-IMRT
{56-64 Gy en 20x vol. riesga
alta) y 40-44 Gy vol. riesgo bajo
HyBla_RCT Hipertermia 1-2/semanas en 10 05 Reclutamiento
NCT05397262 sesiones + AT (50,4Gyen
28 fx+ boost 5,4Gy (RO} 09 Gy
- (R1/2) +CT (cisplatino + SFU) -
NCTOS700227 adaptativa + €T - | |
RAIDER WBRT; SART; DART Toxicidad Activo, no reclutando
NCTOD1104350 RT + Gemcitabina Dosis maxima tolerada ‘Activo, no reclutando
RT dosis:
23.4Gy/1,8Gy 13 fx (total
68,4 Gy)
27 Gy/1,8Gy x 15fx (total
726Gy)
30,6 Gy/1,8Gy x 17 fx (total
75,6Gy)
GETUGVO4 RT (45Gy pelvis y 63Gy vejiga  PFS Activo, na reclutando
NCT01495676 a 1,8Gy/fx}+ ' a
Cisplatino
Cisplatino + gemcitabina

Lopez Valcarcel M. Actas Urol Esp. 2024.



Stereotactic Ablative Radiotherapy Boost to Bladder Tumor for Bladder Preservation
General Treatment Schema

Maximal TURBT

l ’ Uf&\'h.r'dl

SABR (18 Gy/ 3frs ) delivered to the tumor or > cefficies
tumor bed in the filling bladder ﬁ i
=

3-year OS: 62%

o S .
80

" Jipiodol

CFRT to the pelvic lymph nodes and emtpy
bladder of 45 Gy/ 25 frs, and receive
concomitant weekly Gemcitabine

-

45 Gy/ 25 frs to the empty
LBl bladder and pelvie LNs

S

P a—

No CR
Cystoscopic response evaluation ___ .  Salvage Radical Cystectomy

o

2

| cr -
Frequent cystoscopy —— Invasive recurrence J : 3-vear CSS: 80%

4 L e
20 40 60

Bladder-intact Disease Free
Survival
o

No. % No. %
Median 76 yr, QR 35-90 Table 2. Acute and late toxicity after TMT
26 42%

49 81% 34 58% Gl G2 G3 G4
11 19% _

Acute Gl 81.6% (49/60) 15.0% (9/60) 1.6% (1/60) 0
31 51% 24 Lok N _
20 34% 26 44% Acute GU 73.3% (44/60) 23.3% (14/60) 1.6% (1/60) 0
9 15%

Late Gl 8.3% (5/60) 0 0 0
9 15% 38 63% | _ _
51 85% 22 37% Late GU 33.3% (20/60) 11.7% (7/60) 5.0% (3/60) 0

T3-4:49% Shang-Bin Qin. ASTRO 2023




Ongoing studies
of TMT with
immune
checkpoint
inhibitors

Quimiorradioterapia + inmunoterapia
ANZUP 1502 RT (64 Gy en 32fx) + Seguridad Activo, no reclutando
NCT02662062 cisplatino (35mg/m?) +
pembrolizumab (200mg
MK3475 BIDFS a 2 afios Activo, no reclutando
NCT02621151
cada 3 semanas x 3 ciclos)
KEYNOTE 992 Brazo A: RT (64Gy o 55 Gy) BIDFS Reclutamiento
NCT04241185 + CT (cisplatino 35 mg/m? o
5FU 500mg/m? + MMC
12mg/m?
Brazo B: gemcitabina
27 mglrn‘) + pembrolizumab
SWOG/NRG 1806 Reclutamiento
NCTO03775265
6 semanas por 6 meses
CRIMI Reclutamiento
NCT03844256
ipilimumab + nivolumab
ML-39576 RT (50 Gy) + atezolizumab Completado
NCT03620435
BladderSpar Reclutamiento
1200mg / 3 semanas por 12
INSPIRE RT + CT + durvalumab (3 Respuesta clinica completa Reclutamiento
NCT04216290
Reclutamiento
NCT04658862
partir de la semana 24/12
semanas durante 3 afos
Brazo B: CTRT (cisplatino o
gemcitabina) + RT (64Gy o
ot _
IMMUNOTERAPIA
NUTRA Activo, no reclutando
_NCT03421652 | nivolumab (240mg cada 2
IMMUNOPRESERVE Activo, no reclutando
NCT03702179
4 semanas)
_ ' o

Jri R — ARTICLE IN P!
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Terapia trimodal para el cancer de vejiga: jes ahora el
estandar para la enfermedad musculo-invasiva?
M. Lépez Valcarcel ™, M. Barrado Los Arcos®, M. Ferri Molina“,

I. Cienfuegos Belmonte®, V. Duque Santana®, P. Gajate Borau',
J. Fernandez Ibiza®, M. Alvarez Maestra", P. Sargos', F. Lopez Campos’ y F. Coufiago”

Lopez Valcarcel M. Actas Urol Esp. 2024.



Long-Term Outcomes of Pembrolizumab in Combination with Gemcitabine and Concurrent Hypofractionated
Radiation Therapy as Bladder Sparing Treatment for Muscle-Invasive Urothelial Cancer of the Bladder: A

Multicenter Phase 2 Trial Economides M. ASCO 2023

Adverse Event N (%)

Cytopenias 7 (13%)
Colitis/colonic 5 (9%)
perforation

Cystitis 2 (4%)

Polyneuropathy 1(2%)

Fatigue 1 (2%)

Hypokalemia 1(2%)

Efficacy (n=54) 2-year % Median in
(95%Cl) months (range)
BIDFS 71% (69%-91%) 47.4 (33.2-not
reached)
MFS 78% (64%-87%) |47.4 (47.4-not
reached)
oS 83% (69%-91%) Not reached

12-week CR rate

80%

NA




Pembrolizumab and TMT: KEYNOTE-992

EUROPEAN URDLOGY FOCUS 9 (2023) 227-228

available at www.sciencedirect.com ! L -
journal homepage: www.europeanurology.com/eufocus 5;

Rationale. Previous phase 2 study : eal -
* An estimated 1-yr bladder-intact disease-free survival rate of 88%. in the —
efficacy cohort (n = 48), with acceptable toxicity (35% experienced grade 3 ;

Efficacy and Safety of Pembrolizumab (MK-3475) in Combination

_ with Chemoradiotherapy Versus Chemoradiotherapy Alone in
treatment related adve rse eve ntS). Muscle-invasive Bladder Cancer: The MK-3475-992/KEYNOTE-992
* The 12-wk complete response rate was 83%, while the 1-yr metastasis-free Trial
survival rate (secondary endpoint) was 85%. Shbriele oy v et

Pembrolizumab
fi
e oo g Gon
Key eligibility (Oor1vs2) CART (i:ystosc?py,
criteria +PD-L1 CPS N =318 ur :? cyto Ofgy.
*MIBC (<10 vs 210) & opsyl;:d
(T2-T4 NOMO) « T stage mor L

Pembrolizumab
400 mg IV Q6W Cystoscopy,
for =1 year urine cytology,
biopsy as
indicated,
and imaging

« Opting for (T2 vs T3/4) and imaging Q12W (£2 weeks)

bladder » Geographic ( 1212:3';3) through year 2
preservation ;egion (US vs F:‘I,,aéf?f.) e Placebo Q24W (12 weeks)
urope vs Afted L IV Q6W

ROW) N(iR'*'T‘H‘ for =1 yi

beyond year 2

Endpoints

* Primary: bladder-intact EFS

* Key secondary: OS

* Other secondary: MFS, time to occurrence of NMIBC,
time to cystectomy, safety and tolerability

Tissot G. Eur Urol Focus. 2023



Atezolizumab and TMT: INTACT Jhavar 5G. ASTRO 2022.

| CRT + A (n=113) CRT alone (n=100)
/ Primary ob) \

L Median Age (yrs) 75 72
Secondary objectives T2 (N, % 93 (82% 81 (81%
CRT(concurrent Rt ( ) ( ) ( )
* | chemoradistion) * mBIEFS S Chemotherapy regimen (N, %)
cT2-TANOMO 1 i pCR and pPR at 3 mths
stratify by £} S respone Sen Cisplatin 54 (48%) 50 (50%)
::::::tﬁ:f:w Randomize 1:1, > Matsicnis os s MMC + 5FU 17 (15%) 13 (13%)
regimen +  eligibled32 £ fmeC rvcwe s Gemcitabine 42 (37%) 37 (37%)
atients Eyacs oy
Radiation field - 2 :"’"“ Qol Radiation field (N, %)
Performance * To compare the qualitative and quantitative

i advarse events Small pelvis 64 (57%) 58 (58%)
ety g | e Déwad ot Bladder only 49 (43%) 42 (42%)
- - K: Immune markers J Performance status 0-1 (N, %) 109 (96%) 95 (95%)

Toxicity Update on First 213 Patients

Toxicity Grade 2 3

Number of patients =213

CRT+A =113 CRT=100
Any toxicity 65 (58%) 44 (44%)
Hematological (non-immune 49 (43%) 36 (36%)
related)
Non -Heme toxicity 31 (27%) 15 (15%)
Colitis 2(1.7%) 2 (2%)

Cystitis 2 (1.7%) 1(1%)




TAR-200 IN COMBINATION WITH CETRELIMAB Vs. TMT: SUNRISE-2

TAR-200 Device

Sustained release of gemcitabine
by osmotically gradient-driven
TAR-200 device

Muscle-invasive
bladder tumor

TAR-200 device

Diagnosis prescreening TURBT
(within 90 days of randomization)

Population:
MIBC, cT2-T4a, NO, MO,
not receiving RC

(N=550)

Stratification factors (based on
screening re-TURBT):
1. Completeness: Visibly complete vs
incomplete (residual tumor < 3 cm)
2. Tumor stage: TO vs Ta/T1/Tis
vs T2-T4a

11
{n = 275/arm)

— -

Cetrelimab
+
TAR-200 GQ3W (indwelling)
for first 18 wks;
then starting on
Wk 24, Q12W
through study Year 3

Assessments until
histologically proven
presence of MIBC,
clinical evidence of nodal
or metastatic disease
(per RECIST v1.1), radical
cystectomy, death,
or end of study
whichever occurs first

Cisplatin 35 mg/m?
Q1W (<6 wks) or gemcitabine
27 mg/m? Q2W (<6 wks)
(investigator’s choice)
+-

Radiation therapy
(investigator’s choice of
conventional over 6.5 wks
or hypofractionated over 4 wks)

Williams S. J Clin Oncol. 2021




Durvalumab Plus Tremelimumab and Radiotherapy: IMMUNOPRESERVE

g::::?::ﬁtsi Treatment-Related Adverse Events
DURBALUMAB 1500 mg iv sponse:
+ Q4W x 3 cycles ’ Sllb’fs:irqm“ Toxicity Any grade (%) | Grade 3-4 (%)
TREMELIMUMARB 75 mg iv Y = Any event 31(97) 10 (31)
By 2w | | No CRor Diarrhea 13 (41) 4(12)
B — relapse: Urinary disorders 12 (37) 1 (3)
RADIOTHERAPY at doses of 46 Gy RN ™ | calvoge e 565} :
to the minor pelvis and 64 Gy to the bladder Cistectomy Asthenia 8 (19) 1 (3)
Pruritus 7 (22) -
Skin rash 5 (16) 1 (3)
v' Complete Response: 85% Hypothyroicism 4(12 -
o Acute kidney injury 2 (6) 2 (6)
v 1y-DFS: 76% Hepatitis 2 (6) 2 (6)
Peritonitis 1 (3) 1 (3)
v 1y-OS: 87% Panhypopituitarism 1 (3) 1 (3)
. . . Thrombocytopenia 1 (3) 1 (3)
v' 12-month bladder-intact disease-free survival: 73%. AE tasgingto dissontingation 722

Combined modality bladder-preserving with combined immunotherapy (durvalumab and
tremelimumab) and concurrent radiotherapy if feasible, safe, and has a high-rate of
clinical response and bladder preservation at least at 12-month follow-up.

Garcia del Muro X. ASCO 2021



Durvalumab and RT: DUART

Immune Checkpoint Inhibitors & RT in N+ Disease
- DUART (NCT02891161) a phase Il study (n=26)

cT2 (39%) :
cT3 (23%) dun’a"imab di:ﬁ:i;‘;b Primary endpoints: (A) 1-yr PFS and (B) disease

cT4 (8%) control rate (DCR) post adjuvant durvalumab
Any T N+ (30%) RT (7 weeks) for 1 year

.~ Median follow-up 27 m P Other Ongoing Trial in N+ Disease

PLUMMB (NCT02560636)
* now enrolling in RT dose reduced
arms with pembrolizumab

1-yr PFS: 71.5% i :? js'f:"[')‘ PrS | INSPIRE (NCT04216290)
UL P P B IR ST o * CT2-4NO-3
 Randomized: TMT +/- durvalumab

followed by adjuvant durvalumab

Joshi et al. J Immunother Cancer 11:e006551, 2023

Durva with RT followed by adjuvant durva was safe with promising efficacy in localized BC patients with
comorbidities, including N+ patients. Larger randomized studies, like S1806 and EA8185, are needed to
evaluate the efficacy of combining immunotherapy and RT in BC.

Joshi M. Journal for ImmunoTherapy of Cancer 2023



Molecular Biomarkers of Response to Trimodal Therapy in Bladder Cancer

f
i

1%, CAIX y GLUT1) R e

v' Bax/Bcl-2 ! ==
v’ Sobreexpresién EGFR = I ———————————— ;o sz zm. zo-
v MRE-11 SRR BT LR MR S5 I 2
v Infiltracién por Linfocitos T CD8 f%ii%;'i"ﬁgfhf#ﬁﬁ?iﬁﬁ:ﬁﬁw_—_-
v IFN-Gamma R o T R
v’ Sobreexpresién de HER-2 "“m%'.'i T L =
v" Valor Neutroéfilo/Linfocito>4 e P LA N e dpan o, 5@""_-—' E:E"i:w
v Mutaciones ERCC2 :E::ﬂ =: ' .. L R f -
v" Modificadores de la hipoxia con firmas de =l Wt e, e

expresion génica elevadas para hipoxia (HIF- “mé..' -.:"?'.:' w0 e g-—f-

Lopez Valcarcel M. Actas Urol Esp. 2024.



ASCO GU 2024: A New Era in the Perioperative Management of Muscle Invasive Bladder Cancer

Current MIBC Perloperatlve Paradi gm RETAIN: Neoadjuvant AMVAC Followed by Observation Among Those with CR
“If this is true, What does it imply” — Don Coffey * Of the 26 patients with CR on AS:
N=70 26 patients + 18 (69%) had UC recurrence
= - = * Major Inclusion Criteria: + 8 had a cystectom
Disrupter #1: Al derived Biomarker to Disrupter #2: 2N° Adjuvant immune checkpoint Fcn!nlm';ocm N . pTa :TZ pT2 ‘;)TSNO
predict response to neoadjuvant therapy inhibitor shown to improve DFS e a Prede it TR e pTD’NZ p,T3aN' 1 pT3t;N3
Implication: Widespread bladder Implication: Multimodal, multidisciplinary approach Hota randomized tria] pT4bN’3 ’ ’
preservation for CR for patients with locally advanced bladder cancer -m -
TURBT #1 ad TURSBT #2
- — + 12 (46%) are metastasis-free with
N g Persistent A — W e an intact bladder and no
CIS-ellglble T2-T4 or N+: Se‘fé‘f,’i‘,‘)""g S| = or radiation to the bladder
T2-4NO| > NAC - i E Misaion postie Cystectomy
as any "
A!:l juvant et )
Nivolumab el - '
ErRcc2 >

Future Paradigms in cis-eligible MIBC

ddMVAC
or GC Clinical CR +

"‘\ ctDNA (-)
TANO. " Mutimodal :
T3N1 Predictive Biomarker Consolidation Persistent

———» Active surveillance

Persistent
ToN2 A " (Gt (RT or RC) T2-T4 or N+ [+/- ctDNA]:
Alternative —* Adjuvant anti PD-1
neoadjuvant
therapy

Kates MR. ASCO GU 2024



Bladder preservation with Trimodality Therapy is an
alternative strategy to radical cystectomy for selected
patients with muscle invasive bladder cancer.

Hypofractionation as a standard.

TMT could improve sexual, psychological and emotional
quality of life

Inmunotherapy and TMT is feasible, safe, and has a
high-rate of clinical response and bladder preservation.

Larger randomized studies are needed to evaluate the
efficacy of combining immunotherapy and TMT in BC.

Be aware of molecular classification.

“Siempre parece imposible hasta que se hace”



