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MEMORANDUM  DEPARTMENT OF HEALTH & HUMAN SERVICES 
    Public Health Service 
    Food and Drug Administration 
    Center for Drug Evaluation and Research 
                                                                                                                                                                              
 
DATE: Feb 6, 2013 
 
FROM: Yong Hu, Ph.D. 
 
SUBJECT: Addendum to CMC Review #1 of NDA 202880 for  

Zohydro ER (hydrocodone bitartrate) extended-release capsule 
Applicant:  Zogenix, Inc 

 
TO:  NDA 202880 file 
   
 
This is a follow up to CMC Review #1 for the purposes of indicating resolution of the 
issues that were the conditions of the Approval recommendation. 
 
In the CMC review #1, this reviewer’s recommendation was “Approval” pending 
Alkermes’ (DMF  holder) adequate response to the biopharmaceutics comment in 
the Biopharmaceutics Review #1, dated 1/2/2013 and the applicant’s withdrawal of the 
NDA’s reference to  drug substance DMF  
 
Dr. Minerva Hughes, Biopharmaceutics reviewer, indicates in her review dated 
1/24/2013, that “DMF Amendments 13 and 14 include the firm’s response to the 
Biopharmaceutics comments (4 Jan 2013 deficiency letter) on the coating weight range. 
The firm  their initially proposed limits to align with FDA’s recommendation 
not to exceed a tolerance of  for the release controlling polymer. The MBR for the 
sustained release beads was appropriately updated.” She concludes that the DMF  
is adequate. 
 
In the cover letter of the amendment, dated 1/25/2013, to NDA 202880, Zogenix states 
that “Zogenix hereby withdraws  as the API manufacturer for the 
drug substance (Hydrocodone Bitartrate USP as described in  DMF  in 
the manufacture of Zohydro ER drug product as described in Zogenix NDA 202880. Any 
references to  in this NDA are for historical support of the Zohydro ER 
(hydrocodone bitartrate) Extended-Release Capsules drug product approval.” An updated 
FDA Form 356h has been included with the removal of  in the Establishment 
Information. The NDA Section 2.3 Quality Overall Summary Introduction also includes 
the same statement above in support of the withdrawal of reference to DMF  
 
Recommendation:  All CMC issues have been satisfactorily addressed.  This application 
can be approved. 
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Initial Quality Assessment 
Office of New Drug Quality Assessment 

Division III, Branch VIII 
Division of Anesthesia, Analgesia and Addiction Products   

 
 
OND Division:    Anesthesia, Analgesia and Addiction   
NDA:     202880 
Chemical Classification  3S 
Applicant:    Zogenix Inc. 
Stamp date:    May 1, 2012  
PDUFA Date:    March 1, 2012 
Trademark:    Zohydro ER or CR 
Established Name: Hydrocodone bitartrate, USP 
Dosage Form:    Extended-release capsules, 10, 15, 20, 30, 40, 50 mg  
Route of Administration:  Oral 
Indication: Treatment of moderate to severe chronic pain  
CMC Lead:     Danae D. Christodoulou, Ph.D. 
      YES  NO 
ONDQA Fileability:     √              
Comments for 74-Day Letter:                        √                  
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Recommendation for Team Review: The NDA is recommended for team 
review with a biopharmaceutics reviewer for evaluation of the biowaiver request, 
dissolution method/specification, comparative dissolution profiles and IVIVC.  
Biopharmaceutics, ONDQA assignment: Reviewer: Akm Khairuzzaman  
The biopharmaceutics filing template is excerpted (Appendix A) from Dr. 
Khairuzzaman’s filing review (6/17/12) in DARRTS, which recommends fileability 
from the biopharmaceutics perspective.   
 
Consults:  
1. Toxicology (to be determined and initiated by the primary reviewer)  
 
 
 
 
 
 

Danae D Christodoulou, Ph.D.    6/22/12   
CMC Lead, ONDQA      Date 
 
 
Prasad Peri, Ph.D.      6/22/12   
Branch VIII Chief, ONDQA    Date 
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