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Memorandum to NDA 203697 File 
 
From: Muthukumar Ramaswamy, Ph.D. (Chemistry Reviewer) 
 
Date: January 8, 2013 
 
Subject: Office of Compliance Acceptable Recommendation for the 
Facilities Associated With NDA 203697 
 
Drug Product Name/Strength: TradeName (Aspirin) Capsules 
 
Ref.: Previous CMC review dated 12/10/12 for NDA 22271 in DARRTS. 
 
The Office of Compliance (OC) has determined that the relevant facilities 
employed for the manufacture and testing of the drug substances and the 
drug product (Aspirin capsules) are Acceptable. Therefore, from both CMC 
perspective and Office of Compliance point of view, this NDA (203697) is 
recommended for approval. 
 
Attachment: Section of Establishment Evaluation Request Summary Report 
from OC indicating the Acceptable recommendation. 
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Division of Nonprescription Clinical Evaluation 
NDA: 203,697 
Applicant: PLx Pharma Inc. 

8285 El Rio, Suite 130 
Houston, TX 77054 

Stamp Date: 03/14/2012 
PDUFA Date: 01/14/2013 
Proposed Proprietary Name:  
Established Name: Aspirin 
Dosage form and strength: Capsule, liquid filled, 325 mg 
Route of Administration: Oral 
Indications: Temporarily relieve minor aches and pains 

associated with colds, headaches, backaches, 
muscular aches, toothaches, premenstrual and 
menstrual cramps, minor pain of arthritis; and 
temporarily reduce fever. 

  
CMC Lead: Swapan K De 
  
ONDQA Fileability: Yes 
  
 
Name: Aspirin (2-acetyloxybenzoic acid) 
Molecular formula: C9H8O4 
Molecular Weight: 180.157 

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

included?  

Yes  
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Summary: 

This is an e-CTD NDA application for PL2200 Aspirin Capsules (325 mg).  Drug product 

PL2200 has been submitted as a 505(b)(2) NDA with reference to previously approved aspirin, 

325 mg OTC product.  PL2200 is an immediate release oral drug product consisting of aspirin, a 

non-steroidal anti-inflammatory drug, formulated in a lipid suspension of soybean-derived 

lecithin  .  Each capsule contains 325 mg of aspirin USP (active ingredient) and 

 of soy lecithin. 

Drug Substance: 

Aspirin (2-acetyloxybenzoic acid) is an assembly of nine carbon atoms, four oxygen atoms and 

eight hydrogen atoms with a relative molecular mass 180.16 g/mol.    Drug substance 

information is referred to a manufacturer’s DMF entitiled   

A letter of authorization has been provided to access the drug substance manufacturer’s DMF 

 

 
Drug Product:  
PL2200 Aspirin Capsules, 325 mg are an immediate-release two-piece  

 capsule.  Each capsule contains aspirin  325 mg, 

lecithin  medium chain triglycerides  anhydrous citric acid  

and colloidal silicon dioxide   PL2200 capsules are packaged into 30-count 75 cc or 120-

count 250 cc high density polyethylene (HDPE) bottles with desiccant canister and closed with 

an aluminum foil induction-sealed  closure. PL2200 capsules are also packaged 

into 8-count  foil blisters  

 

The soy lecithin  in PL2200 is composed of  of the capsule fill and used as 

.  

 

   Although soybean-derived 

lecithin is used in FDA approved drug products, such  amount is not used in any approved 

drug product.  The applicant has submitted justification and provided non-clinical study to 
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12-month stability data for three primary batches and up to 36-month supportive stability 

data have been provided at long term conditions (25oC/60% RH) of the drug  product in the 

proposed bottle (30 count/75 cc HDPE/2 g silica and 120 count/250 cc HDPE/6 g silica).  

The applicant has requested  shelf-life of the drug product.  Similarly, 12-month 

stability data for one batch and 6-month stability data for two batches are provided for the 

drug product in the blister (8 count aluminum blister) packaging configuration and the 

applicant has requested  shelf life of the drug product.  In both cases (bottle and 

blister) 6-month stability data at accelerated conditions (40oC/75% RH) are included.   

 

Critical Issues: 

Drug substance: 

• DMF  should remain adequate to support the NDA 203-697.  It should contain 

manufacturing process details with appropriate critical process parameters, specifications with 

impurity profile for the drug substance and stability data to support a retest period.   

 drug substance 

particle size acceptance criterion should be included in the specifications. 

 

Drug Product: 

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

• Are the components of  adequately characterized and controlled in the drug product?   

•  

 

 

•   
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• Free Salicylic Acid (FSA) is the major degradant present in aspirin drug products which 

is formed via a hydrolytic degradation pathway of aspirin.  Proposed acceptance criterion 

for FSA at release is and is deemed acceptable.  However, proposed stability 

stability specification for FSA is   Is it acceptable considering reference listed 

Aspirin Drug product has FSA limits of      

• Has adequate justification been provided for the microbial limits test in the release specification 

of the drug product?  Microbiological Attributes section 3.2.P.2.5 is included and needs a consult 

review by a microbiologist. 

• In vitro dissolution method for PL2200 Aspirin capsules is significantly different from the 

immediate release profile of other aspirin products.  The proposed method  

.  The method is described 

with justification and should be consulted to the Biopharmaceutics team in ONDQA.   

• Is the submitted 12-month stability data for three batches of drug product is enough to support the 

proposed  shelf-life of the drug  product in bottle (30 count/75 cc HDPE/2 g silica 

and 120 count/250 cc HDPE/6 g silica)? 

• Is the submitted 12-month stability data for three primary batches and up to 36-month 

supportive stability data are adequate to support the proposed  shelf-life of the drug  

product in the proposed bottle (30 count/75 cc HDPE/2 g silica and 120 count/250 cc 

HDPE/6 g silica)? 

• Is the submitted 12-month stability data for one batch and 6-month stability data for two 

batches are adequate to support the proposed  shelf life of the drug product in 

the blister (8 count aluminum blister) packaging configuration? 

 

Comments and Recommendations: 

The application is fileable.  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  Appears to be 

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  Appears to be 
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