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Dear Elaine, 
 
We have the following information request and ask that you provide your 
response within a week.  
 
1. The Phase 4 Post-Marketing Study Concept (Appendix 1 of the Risk 
Management Plan, STN 125428/0.42, module 1.16) states that “it is 
estimated that the study duration will be approximately 8 years in duration 
including protocol development and study preparation, subject accrual and 
collection of safety events, data analysis, and report writing.”   Please 
provide the number of years that will be needed specifically for subject 
accrual as well as an explanation and justification for this time 
estimate.   What rate of vaccination uptake are you expecting? 
 
2. The Phase 4 Post-Marketing Study Concept (Appendix 1 of the Risk 
Management Plan, STN 125428/0.42, module 1.16) states that a sample 
size of 20,000 subjects per group will achieve 90% power to detect a 2.5 
fold increase in the incidence of most immune-mediated diseases. Please 
describe: 
- what is meant by “most immune-mediated diseases”.  
-  the calculation used to determine this sample size, including the 
background incidence rate and the rationale for using this background 
incidence rate. 
 
Kind regards, 
 

Katherine  
Katherine Berkhousen  
CAPT., US Public Health Service  

FDA/CBER/Office of Vaccines  
Div. of Vaccines & Related Products Applications  
10903 New Hampshire Ave.   WO71-3022  
Silver Spring, MD   20993-0002  
Tel: (301) 796-1296  
katherine.berkhousen@fda.hhs.gov  
 
 

 


