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B. Quality Assessment Overview 

Note:  NDA 214679 was submitted by Eton Pharmaceuticals and transferred to Azurity 

Pharmaceuticals during the review cycle.  Therefore, some reviews refer to Eton 

Pharmaceuticals as the applicant. 

Drug Substance:  Adequate 

Topiramate USP is a well-characterized small molecule that is approved under 
multiple NDAs and ANDAs.  Information regarding manufacture and control of the 
bulk drug substance is incorporated by cross-reference to DMF  (  

).  The DMF has been reviewed in support of this NDA and is deemed 
adequate to support approval.  The information submitted directly to the NDA 
includes general properties of topiramate, manufacturing facilities, the  
release specification (summary table) and certificates of analysis.  The  

 (drug product manufacturer) acceptance specification is provided. 
The applicant has provided a detailed description of the analytical methods 
employed for acceptance testing and provided a validation or verification report for 
each of the analytical methods.  Based on the validation data, the analytical methods 
have been demonstrated to be adequate for their intended purpose.  The drug 
substance meets USP monograph requirements, and the specification includes 
appropriate controls for process impurities, and residual solvents. and an elemental 
impurities risk assessment was performed consistent with ICH Q3D requirements.  
The drug substance specifications are adequate to ensure the quality of topiramate 
as it relates to the safety and efficacy of the eventual drug product. 

Drug Product:  Adequate 

Topiramate oral solution (25 mg/mL), is a colorless to slightly yellow colored clear 
viscous solution filled into a 16 fl. oz (473 mL) white HDPE bottle.  The commercial 
formulation contains compendial excipients that are typically used in an oral solution 
product, plus a proprietary mixed-berry flavor.  The Applicant has performed 
adequate product development studies to justify selection of the excipients, the 
chemical compatibility of topiramate with the excipients and suitability of the 
proposed container closure. 

A key issue during the review was adequacy of the proposed product specification 
and analytical procedures to ensure product quality.  The applicant based the 
specification and methods proposed in the original NDA on the USP monographs for 
topiramate tablets and capsules.  However, on review of the provided data, 
deficiencies related to absence of a mass balance between topiramate and related 
impurities on storage were identified.  Specifically, the product failed assay % 
decrease) within 6 months under accelerated storage conditions and significant 
degradation ) within 12 months under intermediate 
storage conditions.  A corresponding increase in impurities was not observed and 
the initial root-cause analysis performed by the applicant failed to identify the cause 
of the observed low mass balance.  Per the response to an information request, 
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further investigation by the manufacturer identified a previously undetected impurity, 
 and  as degradation products.  The applicant has developed and 

validated analytical methods for  and .  The proposed limit for 
 was deemed acceptable by the nonclinical team and the limit for  

is with ICH limits for  as a   The applicant also revised and 
validated analytical methods for other known impurities.   

The applicant has provided 18-month stability data using the updated degradation 
products methods and initially requested a -month shelf life for the product.  
However, due to the lack of information on  and  levels for the 
earlier stability timepoints, statistical analysis of the data to justify the requested 
shelf life is not possible.  Therefore, a 21-month shelf-life has been granted for 
product stored at 20°C – 25°C.  The applicant has agreed to the granted expiry.  
Based on the available “in-use” stability data, an in-use period of 30 days after 
opening the bottle is granted and will be included in labeling. 

Labeling:   Adequate 

Due to limited “in-use” stability data provided by the applicant during the review 
cycle, the product labeling was revised to include instructions to discard the 
remaining contents of the bottle 30 days after opening.  No other labeling 
deficiencies were identified during the review. 

Manufacturing:  Adequate 

The drug product is a solution consisting of the active pharmaceutical ingredient 
(API)  

.  The manufacturing process involves 
 

.  The process is medium 
risk, and the exhibit batches were conducted at the maximum proposed 
manufacturing scale,  L (  gallon).  The applicant has established appropriate 
controls for  to ensure consistent and demonstrated 
compatibility of the formulation with manufacturing and filling equipment. 

All facilities involved in the manufacture and testing of Topiramate USP and 
Topiramate oral solution are currently acceptable.  Facility status should be verified 
prior to final action.  

Microbiology:  Adequate  

 hold times  are supported by hold studies that support 
absence of microbial growth.  The applicant provided acceptable antimicrobial 
effectiveness testing results which support the release and shelf-life specifications.  
All test procedures have been adequately validated. In response to an Agency 
information request, the applicant revises the drug product release specification to 
include testing for Burkholderia cepacia complex (BCC) following USP <60>. 
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Environmental:  Adequate  

The applicant claims a categorical exclusion under 21 CFR 25.31(a).  The applicant 
indicates that approval of the NDA will not increase use of the active moiety as the 
oral solution will be used for the same indication(s), at the same dosage levels, and 
for the same duration of use as previously approved by the Agency for listed drug.  
No extraordinary circumstances are known to exist.  
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D. List of Deficiencies for Complete Response 

 

Not applicable 

 

 
 
Application Technical Lead Name and Date: 

Martha R. Heimann, Ph.D. 
Senior Product Quality Assessor for Neurology Products 
Office of New Drug Products 

10/6/2021 
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The Applicant will be asked to include statement in PI “Discard unused 
portion 30 days after first opening” 
 
3.0    CARTON AND CONTAINER LABELING 
 

3.1 Container Label  

(Copy/paste or refer to a representative example of a proposed container) 

 

3.2  Carton Labeling 
(Copy/paste or refer to a representative example of a proposed carton labeling) 
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Primary Labeling Assessor Name and Date: Renishkumar Delvadia, 09/29/2021 

Secondary Assessor Name and Date (and Secondary Summary, as needed): 

Julia Pinto, 09/29/2021 
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