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J.A. Witjes et al. EAU Guidelines on muscle-invasive and metastatic bladder cancer. Update March 2023

M. Rouprêt et al. EAU Guidelines on UTUC. Update March 2023

Non muscle invasive bladder cancer - NMIBC

5 Year - SurvivalIncidence at diagnosis



Risk groups stratification

P. Gontero et al. NMIBC EAU Guidelines, Update March 2024 

Clinical risk factors: 
•  age > 70
• multiple papillary 

tumours
• tumour diameter > 3 cm. 



Probabilities of disease progression in 1, 5 and 10 year(s) for the new EAU 

NMIBC risk group

P. Gontero et al. NMIBC EAU Guidelines, Update March 2024 



Risk group 
stratification

Characteristics Treatment

Low-risk

A primary, single, TaT1 LG/G1 tumour < 3 cm in diameter 
without CIS in a patient < 70 years 
A primary Ta LG/G1 tumour without CIS with at most 
ONE of the additional clinical risk factors 

One immediate instillation of chemotherapy

Intermediate-
risk

Patients without CIS who are not included in either the 
low-, high-, or very high-risk groups 

One immediate instillation of chemotherapy followed 
by further instillations, either chemotherapy or BCG 1 
year full-dose. 

High-risk

All T1 HG/G3 without CIS, EXCEPT those included in the 
very high-risk group
All CIS patients, EXCEPT those included in the very high-
risk group 
Stage, grade with additional clinical risk factors: 
Ta LG/G2 or T1G1, no CIS with all 3 risk factors 
Ta HG/G3 or T1 LG, no CIS with at least 2 risk factors 
T1G2 no CIS with at least 1 risk factor 

BCG full dose 1 to 3 years but discuss
immediate cystectomy.

Very High risk

Stage, grade with additional clinical risk factors: 
Ta HG/G3 and CIS with all 3 risk factors 
T1G2 and CIS with at least 2 risk factors 
T1 HG/G3 and CIS with at least 1 risk factor 
T1 HG/G3 no CIS with all 3 risk factors 

Immediate cystectomy or BCG full dose 1 to 3 years to 
those who refuse or are unfit for RC. 

Clinical risk factors: age > 70;multiple papillary tumours;tumour diameter > 3 cm. 

P. Gontero et al. NMIBC EAU Guidelines, Update March 2024 



Treatment of Low-Grade Intermediate-Risk Non-Muscle-Invasive Bladder Cancer With UGN-102: 

Results of the Phase 3 ATLAS and ENVISION Studies

▪ UGN-102 is a reverse thermal gel containing mitomycin that can be delivered using a minimally invasive procedure in an ambulatory 
setting via a urethral catheter. 

Presented by Sandip M. Prasad at ASCOGU 2025, San Francisco
Prasad SM et al. J Urol 2023
Prasad SM et al. J Urol 2025



Treatment of Low-Grade Intermediate-Risk Non-Muscle-Invasive Bladder Cancer With UGN-102: 

Results of the Phase 3 ATLAS

Prasad SM et al. J Urol 2023

▪ In ATLAS, UGN-102 was associated with a 54% reduction in risk of recurrence, progression, or death compared to TURBT
▪ UGN-102 may represent a valuable non-surgical treatment option for these patients



ENVISION: Primary Chemoablation of Recurrent Low-Grade Intermediate Risk NMIBC with UGN-

102: A Single-Arm, Open-Label, Phase 3 Trial

Presented by Dr Will iam C. Huang, SES AUA 2025, Las Vegas

Key inclusion criteria are as follows:

▪ History of >=1 prior episodes of low grade non-muscle invasive 
bladder cancer requiring treatment with TURBT

▪ Low grade NMIBC (Ta) confirmed by cystoscopy + biopsy

▪ Negative voiding cytology for high grade disease 

▪ Intermediate risk disease, defined as 1 or 2 of the following: multiple 
tumors, longest tumor diameter >3 cm, early or frequent recurrence 
(ie, >=1 episode within the previous year)



ENVISION: Primary Chemoablation of Recurrent Low-Grade Intermediate Risk NMIBC with UGN-

102: A Single-Arm, Open-Label, Phase 3 Trial

Presented by Dr Will iam C. Huang, SES AUA 2025, Las Vegas
Prasad SM et al. J Urol 2025
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ENVISION: Primary Chemoablation of Recurrent Low-Grade Intermediate Risk NMIBC with UGN-

102: A Single-Arm, Open-Label, Phase 3 Trial

Presented by Dr Will iam C. Huang, SES AUA 2025, Las Vegas
Prasad SM et al. J Urol 2025

▪ Results from ENVISION demonstrate that primary chemoablation using UGN-102 results in a high 
and clinically meaningful complete response rate in patients with recurrent low-grade intermediate-
risk non-muscle invasive bladder cancer

▪ Furthermore, the durability of effect is robust, with trial participants who achieved an initial 
complete response having a high probability of remaining disease-free 12 months later

▪ These observations provide further evidence that UGN-102 may represent a well-tolerated and 
valuable alternative to TURBT for patients with low-grade intermediate-risk non-muscle invasive 
bladder cancer

▪ UGN-102 would potentially be the first approved medical therapy for this condition



Sasanlimab in Combination with BCG Improves Event-Free Survival vs BCG as Standard of Care 

in High-Risk Non-Muscle-Invasive Bladder Cancer: Phase 3 CREST Study Results

Presented by Neal D. Shore at AUA 2025, Las Vegas

▪ Subcutaneous Sasanlimab : PD-1 inhibitor that has demonstrated durable anti-tumor activity and a manageable safety profile in 
patients with advanced or metastatic solid tumors.
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Sasanlimab in Combination with BCG Improves Event-Free Survival vs BCG as Standard of Care 

in High-Risk Non-Muscle-Invasive Bladder Cancer: Phase 3 CREST Study Results

Presented by Neal D. Shore at AUA 2025, Las Vegas

• When comparing Arm B versus Arm C, EFS was not significantly different between sasanlimab plus BCG induction and BCG induction 
plus maintenance, underscoring the importance of BCG maintenance therapy in high-risk NMIBC
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Sasanlimab in Combination with BCG Improves Event-Free Survival vs BCG as Standard of Care 

in High-Risk Non-Muscle-Invasive Bladder Cancer: Phase 3 CREST Study Results

Presented by Neal D. Shore at AUA 2025, Las Vegas

▪ In Arm B and Arm A, which received sasanlimab, the rate of grade 3/4 adverse events was approximately 15%, with most 

cases resolving with thyroid hormone supplementation



Sasanlimab in Combination with BCG Improves Event-Free Survival vs BCG as Standard of Care 

in High-Risk Non-Muscle-Invasive Bladder Cancer: Phase 3 CREST Study Results

• CREST is the first study showing a significant EFS benefit with sasanlimab + BCG induction and 

maintenance vs BCG induction and maintenance alone (HR 0.68; 95% CI: 0.49–0.94).

• In CIS patients, the probability of continued CR at 36 months was higher with sasanlimab + BCG (92% vs 

68%).

• The safety profile of sasanlimab + BCG was consistent with the known profiles of each agent individually.

• Subcutaneous sasanlimab + BCG may redefine treatment for HR-NMIBC, particularly for CIS and T1 

disease.

• Multidisciplinary workflows are critical for monitoring and managing imAEs

Presented by Neal D. Shore at AUA 2025, Las Vegas



Category Treatment options Strength 
rating

BCG-unresponsive 1. Radical cystectomy (RC). Strong

2. Enrollment in clinical trials assessing new treatment strategies. Weak

3. Bladder-preserving strategies in patients unsuitable or refusing 
RC.

Weak

Late BCG relapsing: T1Ta/HG 
recurrence > 6 months or CIS > 12 
months of last BCG exposure

1. Radical cystectomy or repeat BCG course according to individual 
situation.

Strong

2. Bladder-preserving strategies. Weak

LG recurrence after BCG for primary 
intermediate-risk tumour 

1. Repeat BCG or intravesical chemotherapy. Weak

2. Radical cystectomy. Weak

Guidelines for the treatment of BCG failure

P. Gontero et al. NMIBC EAU Guidelines, Update March 2024 



US FDA Guidance for BCG-unresponsive NMIBC: developing drugs and 

Biologics for Treatment

• Study design: Single arms trials are appropriate for 

assessment of therapies for BCG unresponsive disease 

(CIS with or without resected papillary disease)

• Endpoints: Complete Response (CR) rate in patients with 

CIS

• FU: Q3m 2y then Q6m 2y and then annually (cystoscopy, 

directed biopsy and urine cytology). Random biopsies at 

specific time points recommended but not required.

• Clinically meaningful amplitude of effect: 

6 months 12 months 18 months

CR 50% 30% 25%

CR definition:

▪ Negative cystoscopy and 

negative (including 

atypical) urine cytology 

▪ Positive cystoscopy with 

biopsy-proven benign or 

low-grade NMIBC and 

negative urine cytology

https://www.fda.gov/regulatory-information/search-fda-guidance-documents/bacillus-
calmette-guerin-unresponsive-nonmuscle-invasive-bladder-cancer-developing-drugs-and



▪ Cretostimogene grenadenorepvec selectively replicates inside tumor cells with RB-E2F alterations, causing tumor cell lysis and 
immunogenic cell death. The rupture of the cancer cells releases tumor-derived antigens, along with GM-CSF, that can stimulate a 
systemic anti-tumor immune response involving the body’s immune system

Presented by Shreyas Joshiat  SES AUA 2025, Las Vegas

BOND-003 Cohort C – A Phase 3, Single-Arm Study of Intravesical Cretostimogene Grenadenorepvec for BCG-

Unresponsive High-Risk NMIBC with CIS



▪ Cretostimogene has received both US FDA Fast Track and Breakthrough Therapy Designations for the BCG-unresponsive high risk non-
muscle invasive bladder cancer with CIS indication

BOND-003 Cohort C – A Phase 3, Single-Arm Study of Intravesical Cretostimogene Grenadenorepvec for BCG-

Unresponsive High-Risk NMIBC with CIS

Presented by Shreyas Joshiat  SES AUA 2025, Las Vegas



BOND-003 Cohort C – A Phase 3, Single-Arm Study of Intravesical Cretostimogene Grenadenorepvec for BCG-

Unresponsive High-Risk NMIBC with CIS

Presented by Shreyas Joshiat  SES AUA 2025, Las Vegas



BOND-003 Cohort C – A Phase 3, Single-Arm Study of Intravesical Cretostimogene 
Grenadenorepvec for BCG-Unresponsive High-Risk NMIBC with CIS

Presented by Shreyas Joshiat  SES AUA 2025, Las Vegas



BOND-003 Cohort C – A Phase 3, Single-Arm Study of Intravesical Cretostimogene Grenadenorepvec for BCG-

Unresponsive High-Risk NMIBC with CIS
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BOND-003 Cohort C – A Phase 3, Single-Arm Study of Intravesical Cretostimogene Grenadenorepvec for BCG-

Unresponsive High-Risk NMIBC with CIS

▪ Cretostimogene grenadenorepvec provides a compelling complete response rate of 74.5%

▪ Durable responses include a median duration of response not reached, but exceeding 27 months, and 63.5% (95% 
CI 51.2%- 73.4%) remain in response at 12 months

▪ Cretostimogene is a very well-tolerated regimen, with no grade 3+ treatment related adverse events or 
discontinuations, and 97.3% completing all protocol defined treatments

▪ This regimen easily fits, and is scalable within existing clinic workflow, with treatment administered by MAs and 
RNs

▪ Future and ongoing clinical trials are evaluating cretostimogene monotherapy, and rational combinations, as a 
backbone therapy

Presented by Shreyas Joshiat  SES AUA 2025, Las Vegas



ANKTIVA® Plus BCG in BCG-Unresponsive NMIBC CIS and Papillary Disease Alone

▪ ANKTIVA is a IL-15 receptor agonist IgG1 fusion complex, consisting of an IL-15 mutant (IL-15N72D) fused with an IL-15 receptor alpha, 
which binds with high affinity to IL-15 receptors on NK, CD4+, and CD8+ T cells

▪ ANKTIVA was approved by the FDA in 2024 with BCG for the treatment of adult patients with BCG-unresponsive nonmuscle invasive 
bladder cancer with CIS with or without papillary tumors

Presented by Sam S. Chang, M.D at AUA 2025, Las Vegas
K.Chamie et al. NEKM evid 2022



ANKTIVA® Plus BCG in BCG-Unresponsive NMIBC CIS and Papillary Disease Alone

Presented by Sam S. Chang, M.D at AUA 2025, Las Vegas
K.Chamie et al. NEKM evid 2022

▪ QUILT-3.032 is a Phase II/III, open-label, single-arm, multicenter study of intravesical BCG plus ANKTIVA or ANKTIVA only in patients with 
BCG unresponsive high grade non-muscle invasive bladder cancer (NMIBC)
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ANKTIVA® Plus BCG in BCG-Unresponsive NMIBC CIS and Papillary Disease Alone – Best in 

Disease and Best in Class with 5 Year Follow-Up

Presented by Sam S. Chang, M.D at AUA 2025, Las Vegas
K.Chamie et al. NEKM evid 2022

▪ In BCG-unresponsive CIS +/- papillary disease (Cohort A):
▪ CR was 71%, with a CR maintained in 51% of patients with >45 months follow-up
▪ Among responders, the 36 months cystectomy-free rate was 84%
▪ The overall disease-specific survival in Cohort A (responders + non-responders) was 99%

▪ In BCG-unresponsive papillary-only disease (Cohort B):
▪ The 36 months cystectomy-free rate was 82%
▪ The 36 months disease-specific survival was 96%

▪ Currently, the combination of NAI (ANKTIVA) + BCG is approved by the FDA for BCG-unresponsive CIS +/- papillary 
NMIBC. 

▪ An application for a supplemental approval in BCG-unresponsive papillary-only disease has been submitted to the 
FDA



TAR-200 +/- Cetrelimab and Cetrelimab Alone in Patients with BCG-

Unresponsive High-Risk NMIBC: Updated Results from SunRISe-1

▪ TAR-200 is a novel drug delivery system for sustained, local release of gemcitabine in the bladder
▪ Cetrelimab (CET) is a novel investigationnal PD-1 inhibitor

Presented by Michiel S. Van der Heijden at ESMO 2024



TAR-200 +/- Cetrelimab and Cetrelimab Alone in Patients with BCG-Unresponsive 

High-Risk NMIBC: Updated Results from SunRISe-1

▪ Centrally confirmed complete response rates in Cohort 1, Cohort 2, and Cohort 3 were 68%, 84%, and 46%, respectively.

▪ In Cohort 2, the estimated 12-month complete response rate was 57.4%, estimated 12-month duration of response rate was 65.7%, 
median follow-up in responders was 9.2 months (range: 3.7-36.6), and patients remaining in response was 81.6%.

Presented by Michiel S. Van der Heijden at ESMO 2024



TAR-200 Monotherapy in Patients with BCG–unresponsive Papillary Disease–only High-Risk 

Non–muscle-Invasive Bladder Cancer: First Results from Cohort 4 of SunRISe-1

Presented by Felix Guerrero-Ramos, AUA 2025, Las Vegas
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TAR-200 Monotherapy in Patients with BCG–unresponsive Papillary Disease–only 

High-Risk Non–muscle-Invasive Bladder Cancer: First Results from Cohort 4 of 

SunRISe-1

Presented by Felix Guerrero-Ramos, AUA 2025, Las Vegas

▪ Serious treatment-related adverse events (TRAEs) occurred in 3 patients (5.8%), and 4 patients (7.7%) discontinued treatment due to 
TRAEs. 

▪ No treatment-related deaths were reported.



TAR-200 Monotherapy in Patients with BCG–unresponsive Papillary Disease–only 

High-Risk Non–muscle-Invasive Bladder Cancer: First Results from Cohort 4 of 

SunRISe-1

Presented by Felix Guerrero-Ramos, AUA 2025, Las Vegas

▪ The first results of TAR-200 monotherapy in SunRISe-1 Cohort 4 showed impressive DFS rates in patients with BCG-unresponsive papillary-

only high-risk NMIBC.

▪ DFS rates at 6 and 9 months were 85.3% and 81.1%, respectively.

▪ DFS rates remained consistently high across both high-grade Ta and T1 disease, reflecting the sustained tissue penetration achieved with 

TAR-200 via the iDRS.

▪ Only 5.8% of patients underwent subsequent radical cystectomy.

▪ High overall survival (OS) and progression-free survival (PFS) rates were observed at 9 months (98.0% and 95.6%, respectively).

▪ No new safety signals were detected; most TEAEs were grade 1 or 2 lower urinary tract symptoms, with low rates of serious TRAEs and few 

discontinuations due to TRAEs.

▪ The ongoing phase 3 SunRISe-5 study (NCT06211764), comparing TAR-200 monotherapy to intravesical chemotherapy in patients with 

BCG-unresponsive or BCG-experienced papillary-only high-risk NMIBC, will provide further evidence supporting TAR-200’s potential in this 

setting



https://www.astrazeneca.com/media-centre/press-releases/2025/imfinzi-improved-dfs-in-early-bladder-cancer.html
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Van Damme Julien, MD
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