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Date:  4/4/2013 
 
From:  Gene W. Holbert, Ph.D. 
   Senior Review Chemist, ONDQA 
   Division of New Drug Quality Assessment II 
   ONDQA  
 
Through: Moo-Jhong Rhee, Ph.D. 
   Chief, Branch IV 
   Division of New Drug Quality Assessment II 
   ONDQA  
 
To:  CMC Review #1 of NDA 21876 
 
Subject: Approval Recommendation 
 
When CMC review #1 was filed, two issues were outstanding, Establishment Evaluation and the 
final package insert.  
 
On 04/04/2013, the final package insert was submitted and the revisions are satisfactory from the 
ONDQA perspective (Attachment 1). 
 
On 03/20/2013, the Office of Compliance issued an overall “Acceptable” recommendation for 
all facilities involved in manufacturing and testing of the drug substance and drug product (EER 
Summary Report, Attachment 2). 
 
Regarding the established name of the drug for this application, CDER MaPP 5021.1 requires 
that an API with salt be expressed with free base form, unless any exception rule applies per the 
MaPP.  
 
For this application, it is recommended that the established name be expressed as the salt form 
for the following reasons, which, we believe, are qualified for the exception rules as specified in 
the MaPP: 
 

• Both drug substances are the subject of several USP monographs (Doxylamine Succinate, 
Doxylamine Succinate Syrup, Doxylamine Succinate Tablets, Pyridoxine Hydrochloride, 
Pyridoxine Hydrochloride Injection, and Pyridoxine Hydrochloride Tablets). 

• The drug product has been formulated based on the strength of each salt (10 mg), as was 
the Reference Listed Drug (Bendectin, NDA 10598). 

• Both ingredients are listed as the salt in several OTC products available in the US, such 
as theVicks NyQuil line of cold and flu products and Unisom Sleep Tabs (doxylamine 
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succinate) and oral supplements such as Centrum vitamin products and injectable 
vitamins such as Infuvite (pyridoxine hydrochloride, vitamin B6) 

 
Recommendation:  This NDA is now recommended for Approval from the ONDQA 
perspective.  
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