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Disclosures

▪ Creator of intellectual property owned by UT/MDACC 
related to the use of genetic alterations as a 
predictive biomarker for response to nadofaragene 
firadenovec.

▪ Research support, stock options and personal 
compensation from CG Oncology for consulting and 
advisory services.

▪ I will discuss the investigational use of cretostimogene 
grenadenorepvec in my presentation.
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CG Oncology’s cretostimogene grenadenorepvec      
           oncolytic immunotherapy

▪ Replication competent oncolytic adenovirus under the control           
of an E2F promoter engineered to selectively replicate and lyse            
Rb-deficient (E2F positive) BLCA cells.

▪ Engineered to also produce GM-CSF in these cells.

▪ Pretreatment with the excipient dodecyl maltoside (DDM)               
enhances gene transfer across the urothelium. 

▪ Dual mechanism of action include lysis of Rb-deficient or E2F 
expressing tumor cells and immune activation by GM-CSF     
transgene and neoantigens released by lysed tumor cells.
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BOND-003 cretostimogene oncolytic immunotherapy 
for BCG-unresponsive CIS ± HG Ta/T1 NMIBC
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▪50% of reinduced patients converted  
to a CR which was durable in 64%.

▪85% CFS and 97% PFS at 24 mo.

▪Well tolerated, no ≥ Grade 3 TRAEs.

CR 

Landmark

CR Rate, % 

(95% CI)

K-M Est, %

(95% CI)

12-month
46.4% (36.9, 56.1)
51 out of 110 patients

50.7% (40.9, 59.8)

24-month
41.8% (32.5, 51.6) 

46 out of 110 patients
42.4% (32.7, 51.7)

Tyson, MD et al., Lancet Oncology, 2026
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▪Understand mechanisms of action.

▪ Improve patient selection.

– Identify biomarkers that predict response or 
resistance 

–Allow for the selection of likely responders for 
treatment

▪Develop novel combination strategies that target 
resistance mechanisms.

How can we improve intravesical cretostimogene     
            oncolytic immunotherapy?
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Liquid biopsies and response to cretostimogene

▪ Liquid biopsies overcome the 
constraints imposed by the limited 
tissue availability for NMIBC.

▪ Obviates the need for a biopsy. 

▪ Allows for the dynamic 
characterization of immune status 
and treatment response. 

▪ Can we use utDNA to predict the 
clinical and molecular response to 
cretostimogene?
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Using the UroAmp platform to predict response to  Creto

▪ UroAmp is Convergent Genomics’s genetic platform which 
quantifies mutations and DNA alterations from urine tumor 
DNA (utDNA). 

▪ Deep NGS of a 60-gene BLCA-specific panel, and low pass 
whole  genome sequencing to identify aneuploidy and copy 
number variants. 

▪ INSITE MRD classifier was used to analyze 60 pre-treatment 
baseline mutation profiles (Week 1) and 48 post-treatment 
mutation profiles (Week 13).
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Cumulative mutation counts and genomic                   
    disease burden (BOND-003) 
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Most frequent variants in patients on BOND-003

▪ Most common alterations are in TERT, 
p53, genes coding for chromatin 
modifying enzymes, and proliferation 
pathways. 

▪ Prominent subset of aneuploidy 
positive tumors that represent HR 
subtypes of CIS sharing a genetic  
signature with MIBC. 

▪ RB1 mutations relatively rare.
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Increasing free E2F-1: The master regulator

▪ Any pathway that 
promotes cell cycle 
progression by 
phosphorylating and 
silencing RB will 
increase free E2F.

▪ Provides mechanism 
to explain high CR 
rates in absence of 
RB mutations. 
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▪ Baseline utDNA available for 60 
(53%) patients enrolled on    
BOND-003. 

▪ 50 (83%) MRD +ve and 10 (17%)  
MRD-ve. 

▪ Baseline utDNA did not predict   
the 24-mo. CR (p= 0.120).

▪ High-risk population at baseline.

Baseline UroAmp did not predict the 24-mo. CR for  
    patients treated with Cretostimogene
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Week 13 UroAmp predicts 24-mo. CR to Creto

HR = 2.6 (95% CI: 1.1 - 5.9, p=0.02)

▪ Week 13 urine was utDNA +ve  
in only 15 (31%) and –ve in 33 
(69%) and predicted 24 mo. RFS.

▪ 60% for MRD -ve and 30% for 
MRD +ve  patients (p=0.019). 

▪ Some utDNA +ve patients at 
baseline converted to          
utDNA –ve following induction 
and achieved a 24-mo. CR.
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Longitudinal changes in MRD between Week 1 and 13

HR = 2.7 (95% CI: 1.2 – 6.2, p=0.02)

▪ Among baseline MRD +ve 
patients, 66% (16/24)    
converted to MRD -ve 
following induction. 

▪ These molecular responders 
had a significantly improved       
24-mo. HG-RFS compared to 
non-responders ( p=0.02).
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▪ Longitudinal reduction in the 
prevalence of tumors with 
aneuploidy, and altered ERBB2, 
TP53, and RB1. 

▪ No tumors harbored ERBB2 
alterations after Creto.

▪ Provides explanation as to why 
cretostimogene dramatically 
prevents disease progression.

Pre

Month 3

Month 6

Longitudinal reduction in aneuploidy                               
  and key mutations 
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Click to edit 
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▪ Baseline MRD is a measure of tumor burden.

▪ Post-induction MRD -ve status is associated with     
improved 24 mo. HG-RFS.

▪ After creto induction, the conversion from MRD +ve       
to MRD -ve represents a molecular CR and identifies 
patients with a favorable durable CR.

▪ These data may support future risk-adapted trial   
designs, including escalation/de-escalation strategies. 

Conclusions
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