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• CORE-008 is a Phase 2, multi-arm, multi-cohort, open-

label trial to evaluate the safety and efficacy of 
cretostimogene in patients with high-risk NMIBC 

• High-Risk eligibility per AUA/SUO guideline criteria

• Primary endpoint for CIS is Complete Response (CR) 
at any time and HG-EFS for papillary-only

• Cohort CX Rationale: Proposed complementary 
mechanisms of action informed from pre-clinical 
experience

• Response Assessments include cystoscopy, biopsy as 
indicated & cytology every 3 months for first 2 years 
and every 6 months starting Year 3

Methods 
• HR NMIBC challenges: considerable recurrence and 

progression risk; ongoing BCG shortage1-2

• Cretostimogene grenadenorepvec is an oncolytic 
immunotherapy with a dual mechanism of action: it 
selectively replicates in and lyses cancer cells while 
amplifying the immune response against bladder 
tumors

• Cretostimogene demonstrates Complete Response 
rates of 46-85% with favorable safety and tolerability in 
High-Risk NMIBC previously treated with BCG 3-7

• Granted US FDA Fast Track and Breakthrough 
Therapy Designations in HR BCG-UR NMIBC CIS +/- 
Ta/T1

Background 

• CORE-008 is open to recruitment across 49 sites. The 
first patient was enrolled October 2024. 

• Cohort A (BCG-Naïve)- CIS-containing arms 
(complete); HG Ta/T1 only arm (planned 2H2025)

• Cohort B (BCG-Exposed)- Planned with SUO-CTC
• Cohort CX (BCG-Exposed & BCG-UR)- Open for 

enrollment with first patients randomized 

Current Status 

TPS4625
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CORE-008 will investigate cretostimogene as 
monotherapy, and in rational combinations, 

in a broad HR NMIBC population
(BCG-Naïve, Exposed & Unresponsive)
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Study Population 

BCG-Naïve- no prior BCG, BCG 
>24 mo ago, or 1-2 doses within 
past 24 mo 

BCG-Exposed- received prior 
BCG and recurred either 
immediately at the first evaluation 
or at a delayed timepoint, after 
adequate or inadequate BCG

BCG-Unresponsive- must receive 
adequate BCG and present with 
recurrence at specified timepoints

Legend 

IVE cretostimogene 

IVE gemcitabine 
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Considerable Unmet Needs in High-Risk NMIBC

• Guidelines currently recommend 
IVE BCG or radical cystectomy 

• Challenges with BCG

o Despite high initial response rates, 
over 50% of patients will recur1 

o 20-40% are at risk for 
progression2,3

o Ongoing BCG shortages4

• Risks with radical cystectomy

o Post-operative complications5,6

o Impact on quality of life6

1. Sylvester RJ, et al. Eur Urol 2006; 49: 466. 2. Kamat AM, et al. J Clin Oncol. 2016;34(16):1935-44. doi: 10.1200/JCO.2015.64.4070. Epub 2016 Jan 25. 3. Roumiguie M, et al. Eur Urol 2022; 82:34–46. 
4. Holzbeierlein J, Bixler BR, Buckley DI, et al. Diagnosis and treatment of non-muscle invasive bladder cancer: AUA/SUO guideline: 2024 amendment. J Urol. 2024;10.1097/JU.0000000000003846. 5. 
Maibom SL, et al. BMJ Open. 2021 Apr 14;11(4):e043266. doi: 10.1136/bmjopen-2020-043266. 6 Clements M, et al.  Eur Urol. 2021;81(3), 294-304. https://doi.org/10.1016/j.eururo.2021.09.018

https://doi.org/10.1016/j.eururo.2021.09.018
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Broad High-Risk* NMIBC Study Population

* High-Risk NMIBC eligibility per AUA/SUO guideline criteria 
Roumiguié M, Kamat AM, Bivalacqua TJ, et al. Eur Urol. 2022 Jul;82(1):34-46. doi: 10.1016/j.eururo.2021.12.005. Epub 2021 Dec 23.
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Phase 2, Multi-Cohort, Open-Label Study of Cretostimogene 
Grenadenorepvec in High-Risk NMIBC

Key Secondary Endpoints 

Duration of Response

All-Cause Event Free Survival

Bladder Cancer Specific 
Survival

Cystectomy-Free Survival

Safety

Tolerability 

* BCG-naïve includes no prior treatment with BCG, no BCG within past 24 mo prior to current diagnosis, or maximum 1-2 doses of BCG within past 24 mo prior to current diagnosis 
** BCG exposed includes BCG resistant and delayed relapse after adequate and inadequate BCG
BCG-Bacillus Calmette-Guerin, CIS- Carcinoma in Situ, CR- Complete Response, HG-EFS- High-Grade Event-free survival, GEM- intravesical gemcitabine 
NCT06567743

CORE-008 will investigate cretostimogene as monotherapy, and in rational combinations, 
in a broad HR NMIBC population (BCG-Naïve, Exposed & Unresponsive)

https://clinicaltrials.gov/study/NCT06567743
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Cohort CX: Possible Synergism Between Cretostimogene 
& Gemcitabine 

• Efficacy, safety, and tolerability 
demonstrated as monotherapy and in 
combination 

• Pre-clinical synergy with gem and 
oncolytic immunotherapy in other tumor 
types 

• Prior phase 1-3 studies of gem+ 
immunotherapy in high-risk NMIBC

• Proposed complementary mechanisms 
of action
oDirect oncolytic and pro-apoptotic 

effects
oPotential immune modulating synergy

Tumor

Cretostimogene

Gemcitabine

Oncolysis 

Apoptosis 

MDSC= Myeloid-dervied supressor cells 
1.Skinner E, et al. J Urol. 2013; 10(4):1200-04. 2. Alam S, et al. Clin Cancer Res. 2024(30):10-suppl. 3.Gujar SA, et al. OncoImmunology. 2013;2:e27622.  

Chain Reaction
Cancer Cell 

Death

✓ Release of 
cytokine/antigen 

✓ GM-CSF transgene
✓ Activates T & B 

Cells

✓ Downregulates
T-Reg & MDSC

✓ Increases γδ T 
cells
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Treatment & Assessment Schedule

Legend 

IVE creto 

IVE gem 

• Cystoscopy & Cytology every 3 months

• CT/MRU every 6 months

• Re-induction allowed for patients with HG Ta and/or CIS at Month 3

• Treatment is optional in Year 3



8

CORE-008 is Actively Enrolling 

• Cohort A (BCG-Naïve) 
o CIS containing arms have completed 

enrollment

- First Results 2H2025 

o HG Ta/T1 arm planned  

• Cohort B (BCG-Exposed)
o Planned and received collaborative 

SUO-CTC support 

• Cohort CX (BCG-Exposed & 
BCG-UR)
o First patients randomized 
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