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Memorandum  

           

 
DATE:  September 17, 2021 

 

TO:  Division of Neurology 2 

 

FROM: Martha R. Heimann, Ph.D. 

   Senior Pharmaceutical Quality Assessor, Office of New Drug Products 

 

SUBJECT:  Updated approval recommendation for Qulipta (atogepant) tablets 

 

APPLICATION/DRUG:  NDA 215206 

 

The Office of Pharmaceutical Quality (OPQ) initially recommended approval for NDA 215206 on June 

30, 2021, based on adequate information in the application to ensure product and acceptable compliance 

status for all manufacturing facilities involved in manufacturing  

 

After the June 30, 2021 recommendation, the proposed packaging facility for Qulipta tablets, Allergan 

Sales, Inc. (FEI # 1523957), was placed on potential official action indicated (pOAI) status due to recent 

inspection findings primarily related to another product.  The compliance status of this facility would 

have precluded approval of this NDA.  Subsequently, on September 14, 2021, CDER Office of 

Manufacturing Quality (OMQ) reclassified the facility status from pOAI voluntary action indicated 

(VAI).  Hence, based on the firm’s experience with packaging and relabeling, the previous inspection 

history which included coverage of these operations, and the firm’s continual acceptable compliance 

history, the facility is considered acceptable for blister packaging and bottle packaging of drug product 

in support of the NDA.  

 

Based on the final compliant status for the Allergan Sales, Inc. facility, manufacturing/facility review 

and overall manufacturing inspection recommendation (OMIR) have been updated. OPQ recommends 

an APPROVAL action for NDA 215206. 
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of atogepant, e.g., solubility, hygroscopicity, chemical reactivity, etc., are adequately 
characterized to evaluate the potential impact of the drug substance on the 
manufacture and performance of the product. 

 
 

  The manufacturing process detail is 
sufficiently described in the NDA.  Controls for  

 are sufficient to ensure the quality of the API.  Process 
parameters, proven acceptable ranges (PARs), and normal operating ranges 
(NORs), and in-process controls are identified and are deemed acceptable. 

The API specification includes appropriate test parameters to ensure quality.  
Analytical methods are described in detail and have been validated.  Proposed limits 
for specified and unspecified impurities are acceptable. 

Based on stability data provided, the proposed retest period of months is granted 
for atogepant  API when stored at C, excursions permitted to 

C, in the proposed container closure system. 

Drug Product:  Adequate 

The proposed drug products are white tablets containing 10 mg, 30 mg, or 60 mg 
atogepant.  All inactive ingredients are compendial excipients that are commonly 
used in solid oral dosage forms and include polyvinylpyrrolidone/vinyl acetate 
copolymer, vitamin E polyethylene glycol succinate, mannitol, microcrystalline 
cellulose, sodium chloride, croscarmellose sodium, colloidal silicon dioxide, and 
sodium stearyl fumarate. 

Two packaging configurations are proposed, a 30-count, 60 cc HDPE bottle  
 and 4-count  foil blister packs 

(physician samples). 

The drug product specification includes test parameters that are typical for a solid 
oral product.  All analytical procedures are adequately described and validated, as 
appropriate and acceptance criteria are justified. 

Based on the stability data provided, an expiration dating period of 30 months for 
product stored at 20°C to 25°C (controlled room temperature) in the original 
container, The applicant has provided release data for 14 batches, and 18 
months of stability data for 19 batches. All of the release and stability data met the 
set release and stability specifications for all tested parameters. An expiry of 30 
months has been granted based on the provided stability data. 

Labeling:   Adequate 

No labeling issues were identified during the review. 
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Manufacturing:  Adequate 

The commercial manufacturing process for atogepant tablets comprises  
 

   
 

  
The drug product manufacturing process is designed to consistently produce drug 
product meeting the criteria of the target product profile and drug product quality 
attributes of appearance, content uniformity, assay, impurities/degradation products, 

 finished product physical and 
chemical stability, identity, and dissolution. The relationships between the input 
materials and manufacturing process parameters that impact the drug product 
quality attributes were identified, and appropriate controls were instituted during 
major unit operations accordingly. 
 
The proposed commercial batch formula is same as that of Phase 3 clinical and 
primary stability batches.  The applicant proposes two batch sizes, i.e., kg and 

kg for each strength.  The proposed batch sizes are the same as for phase 3 
and primary stability batches.  However, during manufacture of Phase 3 clinical and 
primary stability batches,  

 
 

  The batch sizes and manufacturing equipment 
used for clinical, primary stability, and process evaluation batches are representative 
of commercial manufacture.  
 
All the facilities listed in the application are acceptable. The drug product and drug 
substance manufacturing, packaging, and testing facilities are approved based on 
the firm’s inspection history and manufacturing experience. There is no major GMP 
issue raised based on the review of the submitted batches. 

Biopharmaceutics: Adequate  

The Biopharmaceutics review is focused on the evaluation of the adequacy of the 
overall information/data supporting 1) formulation bridging between the pivotal 
clinical batch and the commercial batch, and 2) the proposed dissolution method 
and acceptance criterion. 

Reference ID: 4820027
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estimated expected concentration (EEC) of atogepant into the aquatic environment 
(0.0599 ppb) is below the 1 ppb is threshold and there are no extraordinary 
circumstances. 

Reference ID: 4820027
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D. List of Deficiencies for Complete Response 

 
Not applicable 

 
 
 
 
Application Technical Lead Name and Date: 

Martha R. Heimann, Ph.D. 
CMC Lead for Neurology Products 
Office of New Drug Products 

6/30/2021 
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