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• Adequate specifications and controls for the drug product  
 

• Satisfactory methods to support lot release and stability monitoring of the drug 
product 

 
• Adequate stability data to support the recommended expiry period of the drug 

product 
 

• An acceptable Environmental Assessment 
 

• An acceptable Establishment Report for the relevant manufacturing and testing 
facilities 

   
 [Labeling will be finalized at a later date as part of the review team's labeling negotiation.] 
 

Risk/Benefit Assessment 
 

Since the specifications as well as release and stability data show no significant 
differences between the approved Rx capsules and the proposed OTC capsules, there are 
no additional quality or safety risks for this OTC switch from a CMC point of view, 

 
III. Administrative 
 
A.  Reviewer’s Signatures  
 `  

Sheldon Markofsky, Ph.D. (Chemistry Reviewer) 
 

B.  Endorsement Block (OGD only)   
  N/A 
   

     C. CC Block (OGD only) 
N/A 
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Division of Nonprescription Clinical Evaluation 
NDA: 204,655 
Applicant: AstraZeneca LP 

1800 Concord Pike 
Wilmington, DE 19803-8355 

Stamp Date: 05/30/2013 
PDUFA Date: 03/30/2014 
Proposed Proprietary Name: Nexium Delayed-Release Capsules OTC 
Established Name: Esomeprazole magnesium 
Dosage form and strength: Capsules; 20 mg 
Route of Administration: Oral 
Indications: Frequent heartburn 
  
CMC Lead: Swapan K De 
  
ONDQA Fileability: Yes 
  
 
Name: bis(5-methoxy-2-[(S)-[(4-methoxy-3,5dimethyl-2-pyridinyl)methy]sulfiny]-1H-
benzimidazole-1-yl) magnesium trihydrate 
Molecular formula: (C17H18N3O3S)2 Mg  x  3H2O  
Molecular Weight: 76 .2 g/mol (trihydrate) and 713.1 g/mol (anhydrous basis) 
 

 
 

 
 
Has all information requested during the IND phases, and at the pre-NDA meetings been 

included?  

Yes.  Relevant FDA meetings under IND 111,185 are listed in section 1.2 and section 1.6. 
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Summary: 

This is an e-CTD 505(b)(1) NDA application for esomeprazole magnesium 20 mg capsules 

(Nexium® Delayed-Release Capsules OTC).  Esomeprazole inhibits specifically the gastric 

H+/K+-ATPase enzyme, which is responsible for acid secretion in the parietal cells of the 

stomach. The proposed drug product is intended to treat frequent heartburn (occurs 2 or more 

days a week).  Esomeprazole is formulated as gastro-resistant capsules containing a multitude of 

enteric coated pellets of esomeprazole magnesium trihydrate because esomeprazole is acid 

labile. The CMC information of this NDA is based on prescription Nexium® Capsules NDA 21-

153 (approved February 20, 2001).  This application seeks approval of esomeprazole magnesium 

20 mg capsules although prescription Nexium® Capsules is approved for both 20 mg and 40 mg 

strengths.  AstraZeneca LP is the sponsor of the NDA 21-153 and has announced that they will 

continue to hold the IND and NDA for the Nexium OTC product and they have entered into an 

agreement with Pfizer to give them the exclusive rights to market Nexium® OTC in the US.  

AstraZeneca has submitted a proprietary name review request for the drug product as “Nexium® 

24HR” to the Division of Medication Error Prevention and Risk Management (DMEPA).  The 

sponsor stated that they received a letter (dated April 19, 2013) from DMEPA indicating that the 

proprietary name “Nexium® 24HR” is conditionally acceptable. 

 

Drug Substance: 

Drug substance, esomeprazole magnesium trihydrate  information is approved in the Nexium 

Capsules NDA 21-153 and this NDA (204-655) refers approved NDA (21-153) for all drug 

substance information.  The manufacturer (Minakem Dunkerque, Dunkerque, FRA) of the drug 

substance remain same for the current NDA (204-655).   

 
Drug Product:  
 

 

. The information on esomeprazole capsules Rx is not 

repeated in this submission, but is instead cross-referenced.  Esomeprazole capsules OTC will be 

 yellow gelatin 
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batch and supportive batch have been provided up to 12 months at long term conditions 

(25oC/60% RH) and up to 6 months at accelerated conditions (40oC/75% RH).  The applicant has 

proposed three years shelf-life of the Esomeprazole delayed-release capsules OTC 20 mg.  

 

Critical Issues: 

Drug substance: 

• Although Drug substance manufacturing facility remains unchanged, it is stated in eCTD 

section 2.3.S that “there are no changes to the drug substance for this submission, except 

for ‘2.3.S.2.1 Manufacture(s)”.   This statement needs to be clarified. 

• An environmental analysis report has been provided in eCTD section 1.12.14 and needs 

to be consulted to Environmental Assessment Review Team at OPQ. 

 

Drug Product: 

• There is detailed formulation development section in 3.2P which should be evaluated in-

depth. 

• Has adequate justification been provided for not including the microbial limits test in the 

release specification of Esomeprazole delayed-release capsules OTC?  Microbiological 

Attributes section 3.2.P.2.5 is included and needs a consult review by a microbiologist. 

• In vitro dissolution comparison among the Esomeprazole delayed-release capsules OTC 

and Rx should be consulted to the Biopharmaceutics team in ONDQA.   

• Is the submitted 12-month stability data for one batch of drug product is enough to 

support the proposed 3-year shelf-life of the Esomeprazole delayed-release capsules OTC 

with altered container closure system which is different from the approved prescription 

Esomeprazole delayed-release capsules product? 
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Comments and Recommendations: 

The application is fileable.  The CMC information remains very similar as approved in NDA 21-

153.  Submitted manufacturing facilities have been entered into the EES.  The reviewer should 

confirm the accuracy and completeness of the EES entries. This NDA does not qualify as a QbD 

submission based on the criteria in the ONDQA interim policy (no design space, PAT, RTRT, 

reduced end-product testing etc.). 
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7. 

Are drug substance 
manufacturing sites identified on 
FDA Form 356h or associated 
continuation sheet?  For each site, 
does the application list: 
• Name of facility, 
• Full address of facility including 

street, city, state, country  
• FEI number for facility (if 

previously registered with FDA) 
• Full name and title, telephone, fax 

number and email for on-site 
contact person.  

• Is the manufacturing 
responsibility and function 
identified for each facility?, and 

• DMF number (if applicable) 

X  One facility (same as NDA 21-153).  Listed in 
eCTD Section 3.2.S.2.1 

8. 

Are drug product manufacturing 
sites are identified on FDA Form 
356h or associated continuation 
sheet.  For each site, does the 
application list: 
• Name of facility, 
• Full address of facility including 

street, city, state, country  
• FEI number for facility (if 

previously registered with FDA) 
• Full name and title, telephone, fax 

number and email for on-site 
contact person. 

• Is the manufacturing 
responsibility and function 
identified for each facility?, and 

• DMF number (if applicable) 

X  Six facilities.  Listed in eCTD Section 3.2.P.3.1  
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