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Riesgo intermedio:

}

Low-risk tumour

Cystoscopy at 3 mo (Strong)

If negative, cystoscopy at 12 mo.
(Strong), and then yearly for 5 yr.
(Weak)

EAU Guidelines on NMIBC 2024

presente

'{Straﬂfy patients into risk groups (Strong) h
* Age, previous history

{ * Endoscopic appearance (number and size of tumours)

 Pathological report the worst stage and grade
from either initial or second TURB (Strong)

Intermediate-risk tumour

Primary or recurrent tumour without previous chemotherapy:
Intravesical BCG for 1 yr. (6-weekly and 3-weekly at 3, 6 and 12
mo.) or intravesical chemotherapy for up to 12 mo. (Strong)

Recurrent tumour with previous chemotherapy:

Intravesical BCG for 1 yr. (6-weekly and 3-weekly at 3, 6 and 12
mo.) (Strong), in late recurrence of small TaLG/G1 consider
repeating intravesical chemotherapy

In all cases: Cystoscopy at 3 mo. (Strong). If negative, cystoscopy
at 3-6 mo. intervals until 5 yr. and then yearly (Weak)

!

High-risk tumour

A

A

,

Very high-risk tumour

Explain the risk and
consider radical
cystectomy

Intravesical BCG for 1-3 yr. (Strong)

Cystoscopy and cytology at 3 mo.
(Strong)

If negative, cystoscopy and cytology
every 3 mo. for 2 yr., every 6 mo.

thereafter until 5 yr. and then yearly
(Weak), CT-IVU or IVU yearly (Weak)
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Figure 2. Kaplan-Meier plot of duration of response in patients with a complete response (CR) at 3 months. Events include recurrence,
progression, or death.

TURBT alone 140 119 76 60 54 42
Number Censored
UGN-102 +/- TURBT 0 11 19 23 26 35
TURBT alone O 20 32 35 36 43

Duration of Responses (months)

Chevli KK, J Urol 2022; Prasad SM, J Urol 2023; Prasad SM, J Urol 2025.



TAR-210 Erdafitinib Intravesical Delivery
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UPDATE 2025 Cancer With Select FGFR Alterations:

Riesgo intel‘mediO: futu ro Updated First-in-Human Results

Antoni Vilaseca', Gautam Jayram?, Carles Raventos®, Neal D Shore?, Daniel Zainfeld5, Taek Won Kang®,
Ja Hyeon Ku?, Joshua J Meeks®, Oscar Rodriguez Faba®, Florian Roghmann'?, Siamak Daneshmand™,
Neil Beeharry'?, Carrye R Cost'?, Anna Kalota™, Josh Lauring'?, Michelle R Peterson'?, Michelle Quiroz®,
Nicole L Stone', Wei Zhu'?, Felix Guerrero-Ramos'*

Cohort1(HR NMIBC) Cohort 3 (IR NMIBC)
n=21 n=31

Urine only Urine only

Both urine
and tissue

Both urine
and tissue
28.6%
38.1% (n=6)

(n=8)

33.3%

Tissue only

Tissue only

| eatment duration in moi

Vilaseca A, AUA 2024; Guerrero-Ramos F, ESMO 2024.
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Riesgo intermedio: futuro

sl Current standard of care

Molecular screening I ;
o — — — — - — — Si d hi
b for FGFR alteration 4 ° TAR-210 I\ » Suggested algorithm
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5. Failure of previous intravesical therapy

Fig. 2 - Suggested algorithm for the treatment of IR-NMIBC after the eventual approval of all new agents (all intravesical). BCG = bacillus Calmette-Guérin;
CR = complete response; IR-NMIBC = intermediate-risk non-muscle-invasive bladder cancer; POP = postoperative; RFs = risk factors; TURBT = transurethral
resection of bladder tumour. ? Risk factors according to Tan et al [12].

Guerrero-Ramos F, Eur Urol Oncol 2024.
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Riesgo alto y muy alto BCG naive: presente

Stratify patients into risk groups (Strong)
* Age, previous history
* Endoscopic appearance (number and size of tumours)
* Pathological report the worst stage and grade
from either initial or second TURB (Strong)

| o | .

Low-risk tumour Intermediate-risk tumour High-risk tumour Very high-risk tumour

Cystoscopy at 3 mo (Strong)
Primary or recurrent tumour without previous chemotherapy:

If negative, cystoscopy at 12 mo. Intravesical BCG for 1 yr. (6-weekly and 3-weekly at 3, 6 and 12
(Strong), and then yearly for 5 yr. mo.) or intravesical chemotherapy for up to 12 mo. (Strong) Explain the risk and
(Weak) consider radical

v Recurrent tumour with previous chemotherapy: cystectomy

Intravesical BCG for 1 yr. (6-weekly and 3-weekly at 3, 6 and 12
mo.) (Strong), in late recurrence of small TaLG/G1 consider
repeating intravesical chemotherapy

In all cases: Cystoscopy at 3 mo. (Strong). If negative, cystoscopy
at 3-6 mo. intervals until 5 yr. and then yearly (Weak)

~

Intravesical BCG for 1-3 yr. (Strong)

Cystoscopy and cytology at 3 mo.
(Strong)

If negative, cystoscopy and cytology
every 3 mo. for 2 yr., every 6 mo.

thereafter until 5 yr. and then yearly
(Weak), CT-IVU or IVU yearly (Weak)

EAU Guidelines on NMIBC 2024
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Riesgo alto y muy alto BCG naive: presente

Treatment of high-risk patients in Europe vs North
America
100 35,6 %73
Only 57-60% of
high-risk patients 46,2
receive the
recommended
treatment 84 -
. ]
Europe North America
B TURBT M BCG Induction + maintenance M Radical Cystectomy

Witjes JA, BJU Int 2013.
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Riesgo alto y muy alto BCG naive: retos

BCG naive clinical trials
Medical education, 5%&?3"00" BCG unresponsive clinical trials
specialized bladder cases recur
cancer units

>20%
Adherence patients

to guidelines discontinue
BCG

What to do if not
suitable for BCG

: . : unresponsive clinical
BCG "saving” schedules (clinical trial) BCG trials?

HIVEC-MMC SaiEe

EAU Guidelines on NMIBC 2024
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Riesgo alto y muy alto BCG naive: futuro
i Pfizer's Sasanlimab in Combination with BCG Improves

Event-Free Survival in Patients with BCG-Naive, High-Risk
Non-Muscle Invasive Bladder Cancer

Friday, January 10, 2025 - 06:45am

w % [6 4

e Clinically meaningful and statistically significant results are the first pivotal Phase 3 data for
sasanlimab, a subcutaneously administered PD-1 inhibitor

e If approved, sasanlimab would be the first PD-1 inhibitor, in combination with BCG, to
significantly prolong event-free survival in this patient population

e Treatment na i ve high-risk NMIBC is an area of significant unmet need, where therapeutic

options have largely remained unchanged for over three decades

Guerrero-Ramos F, Eur Urol Oncol 2024.
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BCG unresponsive: presente

Category Treatment options

BCG-unresponsive 1. Radical cystectomy (RC).

2. Enrolment in clinical trials assessing new treatment strategies.
3. Bladder-preserving strategies in patients unsuitable or refusing RC.

e P e e e L T e B e e e v I

Summary of evidence LE

Prior intravesical chemotherapy has no impact on the effect of BCG instillation. Ta

Treatments other than RC must be considered oncologically inferior in patients with BCG-

unresponsive tumours.

EAU Guidelines on NMIBC 2024.
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BCG unresponsive: presente

Based on what...?
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Catalona WJ, et al. J Urol 1987.
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BCG unresponsive: futuro
FDA approves pembrolizumab for BCG-

TAR-200 CG0070 + pembrolizumab
83.5% AAT ition: 82.9% 3m

CRR 53.4% 3m

CG0070
75.2% 3m - 71.4% 3m

bladder cancer

www.fda.gov. Balar AV, et al. Lancet Oncol 2021. Boorjian SA, et al. Lancet Oncol 2021. Chamie K, et al. NEJM Evidence 2022. Van
der Heijden MS, et al. ESMO 2024. Tyson MD, et al. AUA 2024. Li, R, et al. Nat Med 2024. Ye D, et al. ESMO 2024. Guerrero-Ramos
F, et al. Eur Urol Oncol 2024.
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BCG unresponsive: retos (supervivencia)

C Disease Progression and Survival
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Time Since First Dose (months)
At Risk
PFS &2 80 78 69 62 54 45 38 23 11 1 1 0 0
0Os 82 82 80 77 72 65 61 49 36 15 4 2 1 0
DSS &2 32 80 77 72 65 61 49 36 15 4 2 1 0

Chamie K, et al. NEJM Evidence 2022.
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BCG unresponsive: retos (supervi

(A) Metastasis Free Survival
Treatment at
time o

o
of BCG
failure
—riradical cystectomy
. —Mibladder sparing

Proportion without metastasis

HR 0.88 (95% C10.53,

[
£ o
g HR 1.31(95% C10.91-1.90)
£ | p=0.15
,,,,,,,, Time since BCG Unresponsiveness (mos)
risk
RC
BsT 26 L]

Treatment at
time of BCG
fail
—Mradical cys
~Mbladder sparing

tectomy

Taylor JI, et al. BJU Int 2024.
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Pembrolizumab Nadofaragene fira

Price per dose $11,957 (200 mg) $60,000 (75

Dosage Every 3 weeks Every 3 monis

Duration 24 months 12 months

Total doses 34 4 21
Overall cost* $406,538 $240,000 $751,800

Estimated cost of a radical cystectomy:
$70,000 (90 days), $150,000 (1 year)

*All these are estimations; Williams SB, et al. JAMA Surgery 2019. Image created with ChatGPT 4o.
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BCG unresponsive: retos (biomarcadores)
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0o 1 2 3 4 5 6 7 8 9 10 11 12 13
Follow-up (months from initial treatment)
Number of patients at risk
Negative 5 5 5 5 5 5 S5 -] S5 5 5 S5 5 -]
Positive 13 13 13 13 13 13 11 9 F 7 7 T 7 6
Cumulative number of recurrences
Negative 0 ] 0 0 ] 0 0 0 0 0 0 0 0 0
Positive ¢ 0 0 0 0 0 2 4 6 6 6 6 6 T4
Narayam VM, et al. Eur Urol Oncol 2024.




UPDATE 2025

O L TSITILD I |R: adjuvant vs ablative approaches
HR: pivotal trials & multidisciplinary approach ‘

BCGu (and soon all of the above):
Approvals

Il JORNADA DE ACTUALIZACION EN URO-ONCOLOGIA: _

Survival
Cost
Biomarkers
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iMUCHAS GRACIAS!

fellxguerrero@gmall com
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