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BCG-Unresponsive NMIBC – Focus 

• Significant research efforts in BCG-unresponsive NMIBC 
space

• Three agents approved by FDA:
• 2020: Pembrolizumab – KEYNOTE-057

• 2022: Nadofaragene firadenovec

• 2024: N-803 (Anktiva) + BCG  – QUILT-3.032

Balar et al. Lancet Oncol, 2021
Boorjian et al. Lancet Oncol, 2021
Chamie et al. NEJM Evid, 2022

What about BCG-naïve HR NMIBC?



BCG-Naïve HR NMIBC

• Standard of care: TURBT + adjuvant 
intravesical BCG induction (6-weekly) + 
maintenance x 3 years

• 2-year rate of disease 
recurrence/progression: 40%

• Novel agents/combinations needed to:
• Avoid radical cystectomy + systemic therapies 

(multi-agent – e.g. EV + pembro; Gem-Cis)

• Maintain QoL 



Sasanlimab

• Anti-PD-1 mAb administered SQ (or IV)

• Demonstrated safety & efficacy in phase I 
trial in 40 pts w/ locally 
advanced/metastatic solid tumors:
• ORR: 18%
• Gr ≥3 TRAEs w/ SQ: 6.7% 

• Ph Ib/II trial in NSCLC (n=68) & UC (n=38) w/ 
disease progression/intolerance to systemic 
therapy:
• ORR: 18.4%
• mPFS: 3 mo
• mOS: 11 mo

Johnson et al. JAMA Oncol, 2019
Cho et al. ESMO Open, 2023



Why Sasanlimab + BCG?

• BCG exposure → increased PD-L1 
expression → contribute to the 
immune escape mechanism in 
bladder cancer cells

• Ph Ib/II trial by Cho et al:
• Higher PD-L1 expression (≥25%): → 

Improved ORR, PFS, OS

Cho et al. ESMO Open, 2023



Main Study Objective

Compare the efficacy and safety of sasanlimab SQ + 
BCG induction + maintenance to BCG induction + 

maintenance only



CREST Study Design



Study Objectives

• Primary:
• Sasanlimab + BCG I+M (Arm A) superior to BCG I+M (Arm C) for prolonging 

investigator-assessed EFS
• Event: HG recurrence, disease progression, CIS persistence, or death

• Secondary:
• EFS for sasanlimab + BCG I-only (Arm B) vs BCG I+M (Arm C)
• OS (Arms A & B vs C)
• CR in CIS pts
• Duration of CR
• Safety/adverse events
• QoL



Demographic and Baseline 
Disease Characteristics in the 

ITT Population



EFS: Sasanlimab + BCG (I+M) vs BCG (I+M)



Sasanlimab + BCG 
(I+M) vs BCG (I+M) EFS 

Subgroup Analyses



EFS: Sasanlimab + BCG (I) vs BCG (I+M)



EFS in the ITT Population



OS in the ITT Population

Sasanlimab + BCG (I) vs BCG (I+M)Sasanlimab + BCG (I+M) vs (BCG I+M)



Probability of Remaining in CR for CIS Patients who 
Achieved CR - Sasanlimab + BCG (I+M) vs BCG (I+M)



TRAEs During the On-Treatment Period



Summary of Immune-
Related AEs
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Discussion
• Key finding: The risk of an EFS event was 32% lower in the sasanlimab + BCG 

(I+M) arm vs BCG (I+M) arm

• Sasanlimab + BCG (I) did not result in prolongation of EFS vs BCG (I+M)
• Underscores the need for BCG maintenance not only as current SOC treatment but also in 

combination with sasanlimab

• As expected, higher frequencies of any grade TRAEs and grade 3+ TRAEs 
(including irAEs) were observed in sasanlimab + BCG (I+M) vs BCG (I+M)
• Suggests no relevant safety differences between shorter vs longer exposure to BCG

• The benefit/risk of adding sasanlimab to BCG in clinical practice will heavily rely on SDM

• Outstanding questions: 
1. What will be the urologist’s comfort level be for SQ sasanlimab? Partner with med onc?

2. Impact of the ongoing BCG shortage?



Take Home Messages

• The significant reduction in the risk of recurrence of high-grade 
disease, persistence of CIS, disease progression or death led to 
durable disease control in patients receiving sasanlimab + BCG 
(I+M)

• The safety profile of the combination was manageable

• Sasanlimab + BCG (I+M) has the potential to redefine the 
treatment paradigm and clinical decision making for patients 
with aggressive (CIS or T1) BCG-naïve NMIBC
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