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High-Risk NMIBC
Still a challenging decision
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Treatment of NMIBC

• Aims:
– Prevent recurrence

– Prevent progression

– Avoid the loss of the bladder

• Management

– TURBT:  the standard initial treatment

– Intra-vesical instillations to reduce tumor 
recurrence (progression?) risk

– Monitoring



WHEN DO WE CONSIDER PERFORMING 
A RADICAL CYSTECTOMY FOR NMIBC?



Cystectomy

BCG

• 1st tumour

• single 

• <3cm

• Pure T1a OR pure 

CIS* OR Ta HG

• T0 at re-resection 

• no variant 

• no LVI 

-patient’s choice

-BCG failure

-combination of 
unfavourable
prognostic factors



failure after intravesical BCG : 
what are the options?

Summary of evidence LE

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

3

7.6.4. Summary of evidence - treatment failure of intravesical therapy

EAU guidelines



Cystectomy

Bladder 
preservation

High-risk/ very High-risk 
NMIBC:

Can we preserve the 
bladder without 

reduction of the patient’s 
chances with regard to 

survival? ?



BEFORE TACKLING THE NEW 
ROADMAPS, ARE WE USING THE 
PRESENT MOST OPTIMAL TREATMENT?



High-risk NMIBC

• Optimal TURB/ReTURB

• Adjuvant instillations

– BCG

– Full dose

– Maintenance 3 yrs.

– Standard protocol



RESECT: global, multi-
centre observational 

study

o 3,193 pts undergoing primary 
TURBT with curative intent

o 175 centres in 40 countries

Gallagher KM. EAU 2022, abs A0160

Tumour 
size, number 
and location 

documented in 
operative record

Completeness 
of resection 
documented in 
operative record

Single instillation of 
intravesical chemotx

given within 
24h**

Detrusor muscle 
present in resection 
specimen*

QI1

QI3

QI2

QI4

TURBT quality indicators (QI)

*exclusion: tumours ≤5mm

**exclusion: intravesical chemotx not 
available or pt allergic to receive chemotx

Courtesy of ISMAR 



TAKE HOME MESSAGE

Is the quality of TURBT similar between centres 
worldwide?

In this study, all 4 quality indicators varied 
from <10% achievement to 100% 
achievement, indicating a wide variation 
between centres.

Courtesy of ISMAR 



High-risk NMIBC

• Optimal TURB/ReTURB

• Adjuvant instillations

– BCG

– Full dose

– Maintenance 3 yrs.

– Standard protocol

Böhle A, et al. J Urol 2003



High-risk NMIBC

• Optimal TURB/ReTURB

• Adjuvant instillations

– BCG

– Full dose

– Maintenance 3 yrs.

– Standard protocol

Disease-free interval
1 yr of maintenance versus 3 yr of maintenance according to dose and risk group

Oddens, Eur Urol 12



High-risk NMIBC

• Optimal TURB/ReTURB

• Adjuvant instillations

– BCG

– Full dose

– Maintenance 3 yrs

– Standard protocol

BCG: Etude phase III EAU NIMBUS



Unmet needs 
New roadmaps for bladder preservation

1. Selection of the right patients for BCG

2. Alternative to BCG if it is contra-indicated or 
unavailable

3. Alternative to BCG in the event of its failure

4. More efficient agent than BCG



New roadmaps for bladder 
preservation in high-risk NMIBC in 2022



INTRAVESICAL ENHANCED 
CHEMOTHERAPY



ELECTROMOTIVE DRUG ADMINISTRATION 
(EMDA)

As a 1st adjuvant treatment or in selected cases after BCG failure



Electromotive drug administration
The efficacy of MMC using electromotive drug 
administration (EMDA) sequentially combined with 
BCG in patients with high-risk tumours has been 
demonstrated in one small RCT. 
The definitive conclusion, however, needs further 
confirmation.

EAU guidelines



THERMO-CHEMOTHERAPY



RITE (Radiofrequency Induced 
Thermochemotherapeutic Effect)

SYNERGO®: THE BLADDER WALL IS HEATED USING RADIOFREQUENCY



2016

Synergo is an alternative to BCG 
in BCG naive patients 

with intermediate or high risk NMIBC



HYMN Trial : Synergo vs SOC in post-BCG recurrence

2019



Conclusions: 

• DFS was similar between RITE and control. 

• RITE patients with CIS (with/without papillary) had lower DFS 
than control. 

HYMN Trial : Synergo vs SOC in post-BCG recurrence



HIVEC (Hyperthermic Intra-
VEsical Chemotherapy)



COMBAT MEDICAL®: MMC is heated and 
circulates at 43°C in the bladder

• Safety and tolerability

• Promising early results





Conclusion: HIVEC provides comparable safety and efficacy to BCG and is a reasonable 
alternative during BCG shortages.

2022



7.2.1.3.2.Device-assisted intravesical chemotherapy

• Hyperthermia

• Microwave-induced hyperthermia effect (RITE)
– Promising data 

– In one RCT (1 yr BCG vs 1 yr RITE in intermediate- and 
high-risk NMIBC, increased RFS at 24 months in the MMC 
group (LE: 1b).

• Hyperthermic intravesical chemotherapy (HIVEC)
– data about their efficacy are still lacking.



GEMCITABINE-DOCETAXEL INTRAVESICAL
CHEMOTHERAPY (BCG NAÏVE PATIENTS)



Conclusions: Gem/Doce is an effective and well-tolerated therapy 
for BCG-naïve NMIBC. 
Further investigation is warranted.

2022



SUBSTITUTES IN BCG -
UNRESPONSIVE NMIBC



Endovesical instillation
• Vicinium targets EpCAM antigens on the surface of tumor cells

• CG0070 Oncolytic adenovirus that expresses GM-CSF and
causes direct tumour lysis

• Instiladrin Recombinant Adenovirus Interferon alfa with Syn3 
(rAd–IFNa/Syn3)

IV treatments:
• Immunotherapy IV: 

• Single agent
• In association with BCG

• Erdafitinib



VICINIUM
IN BCG-UNRESPONSIVE NMIBC?

• Phase II study has shown promising results with a short follow-
up

• August 2021: FDA Does Not Approve Vicinium for BCG-
unresponsive NMIBC

• July 2022: Sesen Bio Announces a pause in Clinical 
Development of Vicineum™ in the US



CG0070
IN BCG-UNRESPONSIVE NMIBC?

Phase II study has shown promising results 
> 1 yr follow-up



BOND 3 
A Phase 3 Study of CG0070 in Patients With NMIBC Unresponsive to BCG

Single Arm Patients with CIS with or without concomitant high-

grade Ta or T1 papillary disease.

• CG0070 administered intravesically weekly x 6  followed by maintenance 

• Primary Outcome Measures : Percentage of patients with a complete response as 

defined by FDA guidance document dated February 2018 for NMIBC. 

[ Time Frame: 24 months ] 

• 110 participants

• Estimated Study Completion Date : December 2024



CORE1
Phase 2, single-arm study of CG0070 combined with 

pembrolizumab in patients with NMIBC unresponsive to BCG

• Single Arm Patients with CIS with or without concomitant 

high-grade Ta or T1 papillary disease.

– CG0070 administered intravesically weekly x 6  followed by maintenance 

– Pembrolizumab will be given IV concurrently every 3 weeks for up to 2 years.

– Primary Outcome Measures : Percentage of patients with a complete 

response (FDA guidance )

– Estimated Study Completion Date  : June 2023



INSTILADRIN
Recombinant Adenovirus Interferon alfa with Syn3 (rAd–IFNa/Syn3)



Conclusion
rAd-–IFNa/Syn3 was well tolerated. It demonstrated promising efficacy for patients with 
HG NMIBC after BCG therapy who were unable or unwilling to undergo radical cystectomy.

J Clin Oncol 35. © 2017 by American Society of Clinical Oncology



favourable benefit:risk ratio, in patients with BCG-unresponsive NMIBC



IMMUNOTHERAPY AND NMIBC





Lancet Oncol, 2021

Pembrolizumab monotherapy was tolerable 
and showed promising antitumour activity in patients with BCG-unresponsive NMIBC



ASSOCIATION OF BCG AND 
IMMUNOTHERAPY : ONGOING STUDIES



BCG NAÏVE 



ALBAN
Study design



ALBAN
Randomisation curve

Estimated Primary Completion April, 2024



POTOMAC

A phase III, randomized, open-label, multicenter, global study
of durvalumab and BCG versus BCG alone in high-risk, BCG-
naïve NMIBC patients (POTOMAC).

Study Type : Interventional (Clinical Trial)

Actual Enrollment : 1018 participants

Allocation: Randomized

Intervention Model: Parallel Assignment

Masking: None (Open Label)

Actual Study Start Date May 14, 2018

Estimated Primary
Completion Date :

October 31, 2024

Estimated Study 
Completion Date :

September 30, 2025



FOLLOWING BCG FAILURE
ERDAFITINIB VS INTRAVESICAL CHEMOTHERAPY
IN PATIENTS WITH FGFR MUTATIONS OR FUSIONS

Erdafitinib

TKI  inhibitor of FGFR



A Randomized Phase 2 Study of Erdafitinib vs 
Investigator Choice of Intravesical Chemotherapy

in Subjects Who Received BCG and Recurred with HR-NMIBC and FGFR 
Mutations or Fusions



New roadmaps for bladder preservation 
in high-risk NMIBC in 2022

BCG naïve 

Select the right patients 

Optimize BCG based treatment

intravesical enhanced MMC

Gemcitabine-docetaxel 
intravesical chemotherapy

Association of BCG and 
immunotherapy

BCG failure

CG0070

Vicinium

Immunotherapy monotherapy

Instiladrin?

?

?

Available ? Under scrutiny
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