
Urothelial Cancer Guidance 

 
The American Society of Clinical Oncology offers the following clinical guidance on treatment 
alternatives during shortages of antineoplastic agents. Decisions should be based on specific goals of the 
therapy where evidence-based medicine has shown survival outcomes and life-extending benefits in 
both early and advanced stages. For more information on ASCO’s general principles during drug 
shortages, please visit ASCO’s  Clinical Guidance page. For further consideration of ethical guidance, 
please visit ASCO’s Ethical Principles and Implementation Strategies page. 
 
 
Disclaimer: Disease site-specific guidance for clinical management during drug shortages is provided by 
the American Society of Clinical Oncology, Inc. (“ASCO”) for voluntary, informational use in the context of 
limited carboplatin or cisplatin availability.  This and other guidance on ASCO’s website (together 
“Guidance”) is not a comprehensive or definitive guide to treatment options.  New evidence may emerge 
between the time information is developed and when it is published or read and should only be used in 
conjunction with independent professional medical judgement.  Guidance is based on expert opinion of 
the Drug Shortages Advisory Group and non-systematic review of relevant literature. It is not medical or 
pharmacologic advice and is not intended as a statement of the standard of care. ASCO does not endorse 
third-party drugs, devices, services, or therapies and assumes no responsibility for any harm arising from 
or related to the use of this information. Use of the information is subject to the complete ASCO 
website Terms of Use. 
 
* Multiple factors can potentially limit the ability to safely receive cisplatin, including but not limited to 
comorbidities such as renal insufficiency, grade ≥ 2 neuropathy or hearing loss, symptomatic heart 
failure, and ECOG performance status ≥ 2. 1 
 

1. Neoadjuvant Chemotherapy 
A. Cisplatin eligible  

For patients who are eligible for cisplatin, recommended treatment options include: 
• Dose-dense methotrexate, vinblastine, doxorubicin, and cisplatin (ddMVAC) with growth 

factor support 
• Gemcitabine and cisplatin 

ALTERNATIVES: While there are no other equally effective alternatives, other options include: 
• Radical cystectomy alone 
• Definitive radiation with concurrent chemotherapy (as an alternative to neoadjuvant 

chemotherapy followed by radical cystectomy in appropriately selected patients) 
 
2. Adjuvant Therapy  
A. Cisplatin eligible and no previous cisplatin-based neoadjuvant therapy 

Recommended options for patients with ≥ypT3 or pN+  
• ddMVAC with growth factor support  
• Gemcitabine and cisplatin  

ALTERNATIVES: While there are no equally effective alternatives for this setting, other options 
include:                
• Nivolumab2 

https://old-prod.asco.org/practice-patients/practice-support/drug-shortages/clinical-guidance
https://old-prod.asco.org/practice-patients/practice-support/drug-shortages/ethics-principles-implementation-strategies
https://old-prod.asco.org/sites/new-www.asco.org/files/content-files/practice-patients/documents/2023-Drug-Shortages-Advisory-Group-5-22-23.pdf
https://old-prod.asco.org/about-asco/legal/terms-use#section%201


o Nivolumab is recommended for patients with no previous platinum-based neoadjuvant 
therapy (≥pT3 or pN+) or for patients with previous platinum-based neoadjuvant 
therapy (≥ypT2 or pN+) 
 

B. Cisplatin eligible and previous cisplatin-based neoadjuvant therapy 
Recommended options for patients with ≥ypT2 or pN+  
• Nivolumab2  

 
C. Cisplatin ineligible 

I. Nivolumab  
II. For patients with upper tract disease who did not receive neoadjuvant cisplatin-based 

chemotherapy, gemcitabine plus carboplatin is an option3 
 
3. First-Line Systemic Therapy for Locally Advanced or Metastatic Disease (Stage IV) 
A. Cisplatin eligible 
Recommended options: 

• Gemcitabine and cisplatin followed by avelumab maintenance therapy   
• ddMVAC with growth factor support followed by avelumab maintenance therapy  

ALTERNATIVES:     
• Enfortumab vedotin and pembrolizumab (EV/pembro) 
• Pembrolizumab  

 
B. Cisplatin ineligible 
Recommended options: 

• Gemcitabine and carboplatin followed by avelumab maintenance therapy  
• Enfortumab vedotin and pembrolizumab (EV/pembro) 

ALTERNATIVES: 
• Pembrolizumab 
• Gemcitabine 
• Gemcitabine + paclitaxel  
• Ifosfamide, doxorubicin, and gemcitabine are options for patients with good kidney function and 

good performance status 
 

4. Second-Line+ Systemic Therapy for Locally Advanced or Metastatic Disease (Stage IV)  
A. After chemotherapy 

Recommended options: 
• Pembrolizumab 
• Nivolumab 
• Avelumab 
• Enfortumab Vedotin 
• Enfortumab vedotin and pembrolizumab (EV/pembro) 
• Erdafitinib (only in patients with FGFR2/3 alterations) 
• Sacituzumab govitecan (SG) 

 
B. After first-line EV/Pembro  
• Gemcitabine/carboplatin 



• Gemcitabine/cisplatin 
• Erdafitinib (only in patients with FGFR2/3 alterations) 
• SG 

ALTERNATIVES: 
• Docetaxel 
• Gemcitabine 
• Ifosfamide, doxorubicin, and gemcitabine for patients with good kidney function and good 

performance status 
 
2) After immune checkpoint inhibition alone 

• Enfortumab vedotin 
• Gemcitabine/carboplatin 
• Gemcitabine/cisplatin 

ALTERNATIVES: 
• Erdafitinib (only in patients with FGFR2/3 alterations) 
• Sacituzumab govitecan 
• Docetaxel 
• Gemcitabine 
• Ifosfamide, doxorubicin, and gemcitabine for patients with good kidney function and good 

performance status 
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