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Recent Progress in Bladder Cancer 

• New SOC in First Line Met Urothelial Cancer (enfortumab vedotin + pembrolizumab)

• FDA Approval of nivolumab + gemcitabine/cisplatin for Met Urothelial Cancer 

• FDA Approval of Novel Gene Therapy in NMIBC (nadofaragene firadenovec)

• FDA Approval of Novel Immunotherapy in NMIBC (nogapendekin alfa inbakicept-pmln) 

• New data on a Novel Gene Therapy/Immunotherapy Combo in NMIB (cretostimogene 
grenadenorepvec and pembrolizumab)



EV-302

https://www.urotoday.com/conference-highlights/esmo-2023/esmo-2023-bladder-cancer/147538-esmo-2023-ev-302-keynote-a39-enfortumab-vedotin-in-combination-with-pembrolizumab-ev-p-vs-chemotherapy-in-previously-untreated-locally-advanced-metastatic-urothelial-carcinoma.html



• https://www.biochempeg.com/article/381.html
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Checkmate 901 Trial 

https://www.urotoday.com/conference-highlights/esmo-2023/esmo-2023-bladder-cancer/147541-esmo-2023-checkmate-901-nivolumab-plus-gemcitabine-cisplatin-versus-gemcitabine-cisplatin-alone-for-previously-untreated-unresectable-or-metastatic-urothelial-carcinoma-phase-3-results.html
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Nadofaragene firadenovec-vncg

• The FDA has approved nadofaragene firadenovec-vncg as the first gene 
therapy for the treatment of adult patients with high-risk Bacillus Calmette-
Guérin (BCG)–unresponsive non–muscle invasive bladder cancer (NMIBC) 
with carcinoma in situ (CIS) with or without papillary tumors.

• Approval was based on CS-003 trial. 
• CR = 51% (n = 50/98; 95% CI, 41%-61%) by 3 months in those with CIS with or 

without concomitant high-grade Ta or T1 disease.
• Median DOR was 9.7 months (range, 3-52+)
• Of those who achieved CR, 46% (n = 23) continued to be free of high-grade 

recurrence at 12 months.

https://pubmed.ncbi.nlm.nih.gov/33253641/



https://www.urotoday.com/conference-highlights/aua-2024/aua-2024-bladder-cancer/151852-aua-2024-efficacy-of-nadofaragene-firadenovec-vncg-for-patients-with-bacillus-calmette-guerin-unresponsive-non-muscle-invasive-bladder-cancer-final-results-from-a-phase-3-trial.html

Nadofaragene Firadenovec



Nogapendekin alfa inbakicept-pmln

• Nogapendekin alfa inbakicept-pmln is a first-in-class interleukin (IL)-
15 receptor super agonist. 
•  It is now approved in combination with BCG for adults with BCG-

unresponsive NMIBC with carcinoma in situ with or without papillary 
tumors.

https://pubmed.ncbi.nlm.nih.gov/33253641/



Nogapendekin alfa inbakicept-pmln

• Approval was based on data from the single-arm, multicenter QUILT-
3.032 trial. 
• Trial included 77 evaluable patients who received the novel 

immunotherapy along with BCG maintenance therapy for up to 37 
months. 
• CR = 62% (95% CI 51-73)
•  58% of responders had DOR >/= 1 year 
•  40% of responders had DOR >/= 2 years

https://pubmed.ncbi.nlm.nih.gov/33253641/



Nogapendekin alfa inbakicept-pmln

https://x.com/SuyogCancer/status/1782584475135930707/photo/4



Cretostimogene grenadenorepvec + 
pembrolizumab

• Direct cell killing
• The virus selectively infects and replicates in tumor cells, which can cause 

them to lyse.

• Immune-mediated cell killing
• The virus also expresses granulocyte-macrophage colony stimulating factor 

(GM-CSF), which can stimulate a cytotoxic T cell response against the tumor 
cells. When cancer cells rupture, they release tumor antigens and GM-CSF, 
which can trigger a systemic immune response.

https://www.urologytimes.com/view/cretostimogene-grenadenorepvec-plus-pembrolizumab-sustains-high-cr-rate-in-nmibc



Cretostimogene grenadenorepvec + 
pembrolizumab

• 2 CORE-001 trial presented at the 2024 ASCO 
• 35-patient intention-to-treat (ITT) population; BCG–unresponsive 

non–muscle-invasive bladder cancer (NMIBC)
• CR rate was 83%
• Over half of CRs maintained their response at 24 months
• PFS was 100%.  

https://www.urologytimes.com/view/cretostimogene-grenadenorepvec-plus-pembrolizumab-sustains-high-cr-rate-in-nmibc



Ongoing Trials of Interest  

• Olaparib in Patients With Metastatic/Advanced Urothelial 
Carcinoma With DNA-Repair Defects

• MEDI4736 (Durvalumab) and Chemotherapy for Patients With 
High Grade Upper Tract Urothelial Cancer Prior to 
Nephroureterectomy

• Multiple ctDNA studies 

• ClinicalTrials.gov



Conclusions

• New treatment modalities (ADCs, novel immunotherapies, and 
gene therapies) now offer new hope to patients with bladder 
cancer. 

• Defining novel molecular targets and new biomarkers of response 
will allow us to better personalize innovative treatments options 
for patients with bladder cancer.  


