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To:  NCI CTEP UM1 Clinical Trials Investigators 
 
From:  Richard Piekarz, M.D., Ph.D., IDB, CTEP, NCI 
  John Wright, M.D., Ph.D., IDB, CTEP, NCI 
 
Date:  May 20, 2020 
 
Re: Erdafitinib Pre-Solicitation Applications:  Notification to UM1 Investigators 
__________________________________________________________________________ 
  
As part of the erdafitinib clinical development program, CTEP requests pre-solicitation applications from 
all interested UM1 investigators for one selected study.   
 
Erdafitinib is a small molecule inhibitor of fibroblast growth factor receptor (FGFR) kinase.  FGFRs are 
receptor tyrosine kinases that induce signaling to regulate cell proliferation, survival, differentiation, 
migration, the epithelial-to-mesenchymal transition, angiogenesis, and local immune microenvironments 
(Katoh, 2018.  Trends Pharmacol Sci.  37; 1081-1096).  FGF activity promotes the proliferation of 
vascular endothelium, which can promote angiogenesis.  Mutations and fusions of FGFRs are most 
common in urothelial carcinoma, especially in the luminal I urothelial subtype, which has lower 
expression of programmed death-ligand 1 (PD-L1) and poor response to immune checkpoint inhibition 
(Loriot et al., 2019.  N Engl J Med. 381; 338-348).   
 
Erdafitinib has been shown to be a potent inhibitor of FGFR1-4 (Package Insert, BALVERSA 
(erdafitinib), 2019).  Erdafitinib decreases FGFR phosphorylation, signaling activity, and cell viability in 
cell lines with FGFR genetic abnormalities.  Erdafitnib has also demonstrated anti-tumor efficacy in 
preclinical studies using FGFR expressing cell types and xenograft models.  A phase 1 trial of 187 
patients found the erdafitinib safety profile was tolerable and manageable (Bahleda et al., 2019.  Clin 
Cancer Res. 25; 4888-4897).  The trial also demonstrated some clinical efficacy in patients with urothelial 
carcinoma and cholangiocarcinoma and FGFR mutations.  A phase 2 trial of 99 unresectable urothelial 
carcinoma patients with FGFR alterations found an ORR of 40% (Loriot et al., 2019.  N Engl J Med. 
381; 338-348).  Overall, 77% of patients had reduction in the sum of target lesion diameters.  On April 12, 
2019, the FDA granted approval to erdafitinib (BALVERSATM) for patients with locally advanced or 
metastatic urothelial carcinoma, with susceptible FGFR2/3 genetic alterations, progressed during or 
following platinum-containing chemotherapy. 
 
The following erdafitinib clinical trial has been selected for this pre-solicitation application. 
 

• Trial evaluating erdafitinib in muscle invasive bladder cancer (MIBC) in a neo-adjuvant setting 
 
The following criteria will be used to prioritize study assignment to investigators: 
 

• A site’s need for trials to meet accrual goals. 
• The documented ability of the site to achieve acceptable accrual rates in a similar patient 

population.  If your submission includes other sites, it is recommended to include examples of 
their documented accrual rate as well.  If prior accrual track record does not match projected 
accrual, please explain rationale for the projected accrual estimates. 

• Competing trials.  Please do not omit ongoing competing trials but explain mitigating factors (e.g. 
the trial will be finished, or the trial is accruing a non-competing patient subset). 
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• Early Career Investigator (ECI) trials led by an early-career Principal Investigator (PI).  The ECI-
PI should have a major interest in clinical research and the intention to develop a career in that 
field.  The ECI-PI should also be within 7 years of completion of fellowship training and be a 
faculty member at an institution with a successful track record in conducting clinical trials. 

 
If you are interested in conducting a trial with erdafitinib in the above-described setting, please fill out the 
attached Pre-LOI form and submit it to PreLOIs@tech-res.com by COB June 3, 2020.  Please note that in 
the case of an ECI application, the ECI-PI’s curriculum vitae and letters of mentorship and institutional 
commitment must be submitted together with the Pre-LOI application via e-mail.  The Investigational 
Drug Branch will review the submissions and make a formal request for a full LOI on or around June 24, 
2020. 
 
Should you have questions or concerns regarding this process or the solicited erdafitinib trial, please 
contact Dr. Richard Piekarz at 240-276-6565 or rpiekarz@nih.gov. 
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