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Case report

55-year-old, male, never smoker

Medical history:
Dyslipidemia
Urological history:

Right nephroureterectomy with bladder cuff (3 years ago): Urothelial carcinoma pT3G3NO
Single Mitomicine dose after catheter removal
Adjuvant therapy: 4 cycles of Carboplatin-Gemcitabine IV

, Hospital Universitario
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Follow up

Cystoscopy: 2cm bladder recurrence

Risk group
CYtOIOgy: Positive Low Risk * A primary, single, TaT1 LG/G1 tumour < 3 cm in diameter without CIS in a patient

<70 years

e A primary Ta LG/G1 tumour without CIS with at most ONE of the additional clinical
risk factors (see above”)

TU RBT: T 1 G 3 H G W|th ﬂermediate Risk | Patients without CIS who are not included in either the low-, high-, or very high-risk groups
] (.High HisE) e Al T1 HG/G3 without CIS, EXCEPT those included in the very high-risk group
h Sfs |thy MUuUSCcu Ia IS e All CIS patients, EXCEPT those included in the very high-risk group

Stage, grade with additional clinical risk factors:

o TalLG/G2 or T1G1, no CIS with all 3 risk factors

e TaHG/G3 or T1 LG, no CIS with at least 2 risk factors

Additional clinical risk factors are*: * T1G2 no OIS with at least 1 risk factor

. Very High Risk Stage, grade with additional clinical risk factors:
© age } 0; , e TaHG/G3 and CIS with all 3 risk factors
0 r‘nultlple papﬂlaw tumours; » T1G2 and CIS with at least 2 risk factors
0 tumour diameter = 3 cm. » T1HG/G3 and CIS with at least 1 risk factor
e T1HG/G3 no CIS with all 3 risk factors
X #BladderMasterClass26 AR o Octubre.
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NMIBC risk calculator
Resultados
Probabilidad de progresion después de RTUV sin
induccion o mantenimiento de BCG
BASADO EN OMS 2004/2016 BASADO EN OMS 1973
Alto Riesgo Alto Riesgo
a1ano 3.5%, 2.4%-5.2% 3.8%, 2.6%-5.7%
alos 5 anos 9.6%, 7.4%-12% 11%, 8.1%-14%
alos 10 14%, 11%-18% 14%. 10%-19%
anos
Probabilidad de progresion e intervalo de confianza del 95%
X #BladderMasterClass26 AR o Octubre.
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Perform a second TURB in the following situations: Strong

¢ after incomplete initial TURB, or in case of doubt about completeness of a TURB;

e if there is no detrusor muscle in the specimen after initial resection, with the exception
of Ta LG/G1 tumours and primary CIS;

¢ inT1 tumours.

If indicated, perform a second TURB within 2-6 weeks after the initial resection. This Weak
second TURB should include resection of the primary tumour site.

X #BladderMasterClass26 & Hospital Universitario
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Take biopsies from abnormal-looking urothelium. Biopsies from normal-looking mucosa Strong
(mapping biopsies from the trigone, bladder dome, right, left, anterior and posterior bladder
wall) are recommended if cytology or urinary molecular marker test is positive. If the
equipment is available, perform fluorescence-guided (PDD) biopsies.

Take a biopsy of the prostatic urethra in cases of bladder neck tumour, if bladder carcinoma | Strong
in situ is present or suspected, if there is positive cytology or urinary molecular marker test
without evidence of tumour in the bladder, or if abnormalities of the prostatic urethra are
visible. If biopsy is not performed during the initial procedure, it should be completed at the
time of the second resection.

Take a prostatic urethral biopsy from the pre-collicular area (between the 5 and 7 o’clock Weak

position) using a resection loop. In case any abnormal-looking areas in the prostatic urethra
are present at this time, these need to be biopsied as well.

X #BladderMasterClass26 AR o Octubre.
EAU Guidelines NMIBC 2026
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2nd TURBT

Resection of the previous scar: TaG3HG

Risk group
Low Risk e A primary, single, TaT1 LG/G1 tumour < 3 cm in diameter without CIS in a patient
<70 years
e A primary Ta LG/G1 tumour without CIS with at most ONE of the additional clinical
- . risk factors (see above”)
N eg at|Ve p rOStatI c Intermediate Risk | Patients without CIS who are not included in either the low-, high-, or very high-risk groups
urethra biopsy (High Risk> * Al T1 HG/G3 without CIS, EXCEPT those included in the very high-risk group
e All CIS patients, EXCEPT those included in the very high-risk group

Stage, grade with additional clinical risk factors:

o TalLG/G2 or T1G1, no CIS with all 3 risk factors

e Ta HG/G3 or T1 LG, no CIS with at least 2 risk factors
e T1G2 no CIS with at least 1 risk factor

CIS in 2 random biopsies

Additional clinical risk factors are*:

. Very High Risk Stage, grade with additional clinical risk factors:
© age } 0; , e TaHG/G3 and CIS with all 3 risk factors
0 multlple papﬂlaw tumours; » T1G2 and CIS with at least 2 risk factors
0 tumour diameter = 3 cm. » T1HG/G3 and CIS with at least 1 risk factor
o T1HG/G3 no CIS with all 3 risk factors
X #BladderMasterClass26 AR o Octubre.
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Adjuvant treatment at this point

T1G3 + CIS, solitary 2cm bladder tumor
o Chemohyperthermia (HIVEC)
o Gemcitabine/Docetaxel
o BCG 1 year
o BCG 3 years

o BCG naive Clinical Trial

X #BladderMasterClass26 & 1556 Octubre
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Inclusion BCG naive Clinical Trial

Study population

Age 218 years

NMIBC

BCG-naive

High-risk tumour defined
as any of the following:

Ll
&
L]

-

-
-~
e

T1

High-grade/G3
cis

Multiple and
recurrant and large
(23 cm)

POTOMAC
Durvalumab 1500 mg IV (Q4W x 13 cycles)
BCG Maintenance
BCG Induction 3 weekly doses at
Weeldy x Bweeks® o0 g qom 18m
(lonly) | BCG Induction
N=333 Weekly x 6 wesks®
BCG (I+M) BCG Maintenance
N=340 BCG Induction 3 weekly doses at
Weeldy xGweeks® o o qom 18

X #BladderMasterClass26

De Santis M, ESMO 2025

PFrimary endpoint
« DFS: D+BCG (1+M) vs BCG (+M)

Key secondary endpoints

« DFS: D+BCG (I only) vs BCG (I1+M)
= DFS al 24 months

« CRR at & months

Other secondary endpoints
+ 0S at 5 years

» Safety

* EORTC QLQ-C30

‘;: Hospital Universitario
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Follow up

After 6 BCG induction doses + 3 maintenance doses

Recurrence: 1cm, solitary bladder tumor; TaG3HG + CIS

" Adequate BCG is defined as the completion of at least 5 of 6 doses of an initial induction course plus af least
2 out of 6 doses of a second induction course or 2 out of 3 doses of maintenance therapy.

X #BladderMasterClass26 &8 1574 Octubro.

EAU Guidelines NMIBC 2026




MasterClass in
Bladder Cancer 2026

BCG unresponsive

UNRESPONSIVE
< g
y REFRACTORY Ve RELAPSING , RELAPSING
AG EARLY LATE
< >
CIs CIS > CIS (28%)
Ta AG Ta AG—+—pTa AG (25%)
T1AG T1 AG (73%) T1 AG (57%)
| | ) — ,
BCG 6 + 3 + 3 + 3 ) 6m CIs .
12m
| | | | | | | | | >
Om 3m 6m 12m 18 m 24 m
BCG Refractory = Early relapsing (1) (1) Can Urol Assoc 2020;14(6):204
BCG Refractory peor prondstico que Late relapsing (1) (2) (2) Herr. Urol Oncol 2015;33:108e 1-4
() Probabilidad de progresién
X #BladderMasterClass26 A 15746 Octubre
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FRA approvals for BCG unresponsive

X #BladderMasterClass26

2025

2021

2022

2024

FDA approves pembrolizumab for BCG-

bladder cancer

FDA D.I.S.C.O. Burst Edition: FDA a
Adstiladrin (nadofaragene firade
patients with high-risk Bacill

unresponsive non-mus
cancer with carcino

pa

unresponsive, high-risk non-muscle invasi

or without

ekin alfa inbakicept-

adder cancer

nsive non-muscle invasive

non-muscle invasive bladder cancer

oves gemcitabine intravesical system for

CR 41% AAT
CR19% 12m

CR 53.4% AAT
CR30% 12m

CR 71% AAT
CR43% 12m

CR 82.4% AAT
CR45.9% 12m
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Balar AV, Lancet Oncol 2021; Boorjian SA, Lancet Oncol 2021; Chamie K, NEJM Evid 2022; Guerrero-Ramos F, Eur Urol Oncol 2024; Daneshmand S, J Clin Oncol 2025
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What do we do now??

First talk about radical cystectomy: Patient refuses
No EMA approvals

We try inclusion in several clinical trials: Excluded due to upper
urinary tract carcinoma history

X #BladderMasterClass26 & 45 e Octubre.
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Last minute call!

We get a positive response from a CT sponsor!

CREST (Cohort B): Sasanlimab s.c. 600mg/42 days for 2 years

CREST study cohort B
Patients with BCG-unresponsive, high-risk NMIBC

|

Cohort B1 Cohort B2
CIS-positive Ta/T1 only

SC sasanlimab SC sasanlimab

I

Follow-up period

X #BladderMasterclassz6 BCG=Badius Calmette-Guénn, CIS=carcinoma in st NMIBC=non-muscle invasive bladder cancer, SC=subutaneous é:'d:\ ;lozslatgl ancl:vtel':'sét?;o

Shore N, ASCO 2022




MasterClass in
Bladder Cancer 2026

Follow up

7 months and 5 sasanlimab doses later
Recurrence: Multiple subcentimetric lesions; TaG3HG + CIS

Don’t want to hear about a radical cystectomy

X #BladderMasterClass26 &8 1574 Octubro.
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‘Gracias!

Organized by:
HENDERE HEALTHCARE
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