
From: Sweeney, Colleen  
Sent: Wednesday, December 14, 2016 12:11 AM 
To: Margaretten, Nadine (nadine_margaretten@merck.com) 
Cc: Khurana, Taruna; Steele, Matthew 
Subject: RE: STN 125592/0 IR 
 

Dear Dr. Margaretten: 

We have the following request for additional information regarding your biological license application 
(BLA): 

We note that safety analyses for several Phase 2 and 3 studies were conducted on the Full Analysis Set, 
defined as all subjects “as randomized.”  Specifically, Studies P014 and P015 used the Full Analysis Set 
for safety analyses, and for Study P012, it was decided, after unblinding, to analyze subjects as 
randomized.  However, the pre-specified statistical plan called for safety analyses to be performed 
based on the actual treatment received. 

In light of the above information, we have the following requests: 

1. Please explain why the pre-specified plan for Study P012 was revised. 
2. For any subjects in any Phase 2 or 3 study who crossed over to a treatment arm to which they 

were not assigned, please provide the following information: 
o Study name 
o Randomized treatment assignment 
o Actual treatment(s) received by study day 
o All adverse events (AEs) experienced by the subject, including onset by study day, 

whether the AE was classified as serious, and the AE outcome. 
3. Please submit revised proposed labeling with presentations of the safety data that use the as 

treated population, defined as patients who ever received the investigational therapy regardless 
of the intended treatment assignment. 
 

Please submit this Final Study Report as an amendment to STN 125592/0. 

Thank you. 

Captain Colleen Sweeney R.N., M.S., USPHS 

Division of Vaccines & Related Product Applications 
Office of Vaccines Research & Review 
Center for Biologics Evaluation & Research 
US Food & Drug Administration  
10903 New Hampshire Ave 
Silver Spring, MD 20993-0002. 
Tel:  +1 301 796 2640 
E-Fax: +1 301 402 0004; Fax: +1 301 827 3075 
E. Mail: colleen.sweeney@fda.hhs.gov 

mailto:colleen.sweeney@fda.hhs.gov


THIS MESSAGE IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN 
INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER LAW.  If you are 
not the addressee, or a person authorized to deliver the document to addressee, you are hereby notified that any review, 
disclosure, dissemination, copying or other action based on the content of this communication is not authorized.  If you 
received this document in error, please immediately notify the sender by e-mail or phone. 
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