
 

 
 

 

 
 
 

 

 

 
 
 
 
  

 
 

 

 

 
 

Medical Officer Review
 
NDA 21-087, SLR 016 (Labeling Supplement – Prior Approval) 

NDA 21-246, SLR 010 (Labeling Supplement – Prior Approval) 


Date Submitted:   December 23, 2003 
Date Received:    December 29, 2003 
Review Completed: June 21, 2004 

Sponsor: 	 Hoffman-La Roche Inc. 
340 Kingsland Street 
Nutley, NJ 07110-1199 

Product: 	Tamiflu  (oseltamivir phosphate) 75 mg capsules and for oral 
suspension 12 mg/mL 

Indication: 	 Treatment and prophylaxis of influenza A and B 

Relevant Documents: IND 53,093, SN 268  
Written Request for Pediatric Studies, issued March 1, 2000 
Amended Written Request, issued November 25, 2003 
NDA 21-087, N-000 (PM), dated January 14, 2004 

Brief Review: 

This submission contains proposed labeling in response to findings reported from 
juvenile toxicology studies previously submitted to the Division (IND 53,093, SN 268, 
dated December 19, 2002) and discussed on several occasions with the sponsor.  The 
submission was also accompanied by a Request for Pediatric Exclusivity Determination 
(dated January 14, 2004).  The new labeling submitted in SLR 016 was intended to fulfill 
the requirement for new pediatric labeling described in the provisions for exclusivity 
contained in the BPCA of 2002.    

No new studies were submitted with SLR 016.  New labeling relevant to pediatric 
patients was based on the results of juvenile animal toxicology studies.  These toxicology 
studies were reviewed by both Clinical and Pharmacology/Toxicology Reviewers and the 
results were discussed within the Division and with the sponsor via teleconference.  The 
sponsor requested a revision of their Written Request for Pediatric Studies for Tamiflu to 
delete a study to be completed in infants < 1 year of age.  The results of the animal 
studies and the sponsor’s request were discussed internally and with the FDA Pediatric 
Implementation Team.   

In brief, the sponsor attributed increased rat pup mortality to excessive concentrations of 
Tamiflu and the active metabolite in the immature rat brain.  The DAVDP Review Team 
believed that there was poor correlation between the juvenile rat physiology and human 
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suggestions for format changes (changes in subsection headings) that have been instituted 
in newer antiviral drug labels. It was recommended that the sponsor include in the text 
the specific mutations that have been associated with resistance to Tamiflu and other 
neuraminidase inhibitors.  Some rearrangements in the order of the text were also 
suggested. 

Linda L. Lewis, M.D. 
 Medical Officer 
 DAVDP/ODE IV/CDER/FDA 
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SLR approved. Pediatric exclusivity granted. 
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