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NMIBC Drug Development
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BCG-Naïve NMIBC Outcomes
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Oddens J et al, Eur Urol 2013;63:462-72
Arends TJH et al, Eur Urol 2016;69:1046-52

EORTC 30962 
(n=338, full-dose BCG arm, 3-yrs maintenance)

1-yr RFS ~ 75% 
2-yr RFS ~ 62%

Larger sample size, No CIS patients

MMC CHT vs BCG 
(n=95, full-dose BCG arm, 1-yr maintenance)

1-yr RFS ~ 75% 
2-yr RFS ~ 65%

Smaller samples size, 22% w/CIS



BCG-Naïve NMIBC – Most Recent 
FDA Guidance
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Jarrow J et al, Bladder Cancer 2015;1:133-36



BCG-Naïve NMIBC – Design #1 
Novel Tx vs BCG
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BCG-Naïve NMIBC – Design #1 
Novel Tx vs BCG
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BCG-Naïve NMIBC R

Novel Tx

SOC BCG

1o Endpoint - EFS

• IR and HR vs HR only
•Uniform PreTx staging
•Photodx staging
•CIS vs CIS+Pap vs Pap

•SOC BCG Strains
•BCG Supply
•Maintenance Tx

•Qualifying Events
•HG EFS
•UTUC Events?

•Superior vs Noninferior
•Relevant EFS Changes
•Toxicity



BCG-Naïve NMIBC – Design #1 Novel 
Tx vs BCG: Current and Planned Trials
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HR BCG-Naïve 
NMIBC R 1o Endpoint -

TTHGR

Tokyo BCG

SQ Prime + 
Tokyo BCG

SOC BCG

• Stratification
• Age < 75 vs > 75
• Ta vs T1 vs CIS vs Ta/T1 + CIS

• Noninferiority Design
• Margin 1.34 (Tokyo vs SOC)
• 1 yr HGEFS 68% vs 75%
• 84% power
• Margin 1.40 (Prime + Tokyo vs 

Tokyo)
• 1 yr HGEFS 81% vs 75%
• 83% power

S1602 – BCG PRIME
PI: Svatek

N=969

HR BCG-Naïve 
NMIBC R 1o Endpoint -

EFS

Gem/Doc

SOC BCG

• Stratification
• Ta/T1 vs CIS vs Ta/T1 + CIS

• Noninferiority Design
• Margin 1.25 (Gem/Doc vs SOC)
• 2 yr HGEFS 58% vs 65%
• 85% power

EA8212 – BRIDGE
PI: Kates

N=870

https://www.ctsu.org/Public/Default.aspx?ReturnUrl=%2f (accessed 10/15/21)

https://www.ctsu.org/Public/Default.aspx?ReturnUrl=%2f


BCG-Naïve NMIBC – Design #2 
Novel Tx + BCG vs BCG
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BCG-Naïve NMIBC – Design #2 
Novel Tx + BCG vs BCG
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BCG-Naïve NMIBC R 1o Endpoint - EFS
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BCG-Naïve NMIBC – Design #2 
Novel Tx + BCG vs BCG
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BCG-Naïve NMIBC R 1o Endpoint - EFS

Novel Tx + BCG

Novel Tx + 
Reduced 

Maintenance BCG

SOC BCG •Qualifying Events
•HG EFS
•UTUC Events?

•Superior EFS Changes
•Toxicity Profile
•PROMs

https://clinicaltrials.gov/ (accessed 10/15/21)

https://clinicaltrials.gov/


BCG-Naïve NMIBC – Design #2 Novel Tx + 
BCG vs BCG: Current and Planned Trials
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HR BCG-
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https://clinicaltrials.gov/ (accessed 10/15/21)

https://clinicaltrials.gov/


BCG-Naïve NMIBC – Design #2 Novel Tx + 
BCG vs BCG: Current and Planned Trials
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https://clinicaltrials.gov/ (accessed 10/15/21)

•None require CIS
•All combine Systemic anti-PD-(L)1 Tx w/BCG  
•All aim for Superior EFS (1 w/CIS CR rate co-1o)
•All require BCG in all arms

https://clinicaltrials.gov/


BCG-Naïve NMIBC – Design #3 Single 
Arm Novel Tx Accelerated Approval
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BCG-Naïve NMIBC 1o Endpoint
CIS CR rateNovel Non-BCG Tx



BCG-Naïve NMIBC – Design #3 Single 
Arm Novel Tx Accelerated Approval
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BCG-Naïve NMIBC 1o Endpoint
CIS CR rateNovel Non-BCG Tx

•Possible pathway 
during BCG supply 
shortages?

•Safety and Efficacy 
required 1st in BCG-
unresponsive NMIBC

•Appropriate Efficacy 
Metric?



Summary

• Accepted BCG-naïve Trial Designs include:
– Novel Tx vs BCG
– BCG + Novel Tx vs BCG

• Trials with practice changing potential are 
ongoing that incorporate
– Non-inferiority designs
– Systemic PD-(L)1 + BCG regimens
– Reduced BCG maintenance arm

• Need for alternative BCG-strains and acceptable 
non-BCG alternatives remains high

17
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