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Application No.: 
 

NDA 205-103 
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Banu Sizanli Zolnik, Ph.D. 

Division: 
Division of 
Gastroenterology and 
Inborn Errors Products 

Applicant: Pozen 
Secondary Signature: 
Sandra Suarez Sharp, Ph.D. 

Trade Name: 
Yosprala 
PA8140 and PA32540  

Acting Supervisor: 
Richard Lostritto, Ph.D. 

Generic Name, 
Strength: 

Aspirin/Omeprazole, 81/40 
mg, 325/40 mg Tablets Date Assigned: April 2, 2013 

Indication: 

Secondary prevention of 
cardio- and 
cerebrovascular events in 
patients at risk of 
developing aspirin 
associated gastric ulcers 

Date of Review: March 17, 2013 

Formulation: 
Modified  Release Tables 
(bilayer IR/DR) 

Route of Administration: Oral 

 
SUBMISSIONS REVIEWED IN THIS DOCUMENT 

Submission Dates 
March 25, 2013 Original Application 
June 13, 2013 Seq. # 0005 
July 31, 2013 Seq. # 0012 
August 1, 2013 Seq. #0013 
September 4, 2013 Seq. #0014 
October 4, 2013 Seq. #0015 
November 14, 2013 Seq. #0020 
January 8, 2014 Seq. #0026 
March 21, 2014 Seq.#0031 

Date of 
informal/ 
Formal Consult 

PDUFA 
DATE 

NA April 25, 2014 

Type of Submission: 
 
505 (b) (2) Application 

 
Key review points 
 

 
1. Dissolution method and acceptance criteria 
2. In vitro alcohol dose dumping studies 
3. The data supporting appropriate bridging across the phases 

of formulations to the To-be-Marketed Formulation 
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II) RECOMMENDATION 
From ONDQA-Biopharmaceutics perspective, NDA 205-103 for Aspirin/Omeprazole Tablets, 81 
mg/40 mg and 325 mg/40 mg is recommended for APPROVAL. The dissolution method is 
found acceptable; however the acceptance criteria for PA8140 and PA32540 Tablets are found 
acceptable on an interim basis as stated above.  
 
 
 
Banu Sizanli Zolnik, Ph. D.                                       Sandra Suarez Sharp, Ph.D. 
Biopharmaceutics Reviewer                                          Biopharmaceutics Secondary Signature 
Office of New Drug Quality Assessment                      Office of New Drug Quality Assessment 
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4 What data are provided to support the adequacy of the proposed dissolution 
method (e.g. medium, apparatus selection, etc.)? 

 
a. Selection of Dissolution Media 
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b. Selection of Dissolution Apparatus and Agitation Speed 
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5 What information is available to support the robustness (e.g. linearity, 
accuracy, etc.) of the dissolution methodology? 

The Applicant provided sufficient information to support the validity of the analytical 
methods for dissolution testing of the aspirin and omeprazole components of the 
proposed product. (Refer to CMC review and bioanalytical report at  
\\cdsesub1\evsprod\nda205103\0000\m3\32-body-data\32p-drug-prod\active-tablet-all-
01\32p5-contr-drug-prod\32p53-val-analyt-proc\32p53-dp-val-analyt-proc-8140.pdf and 
\\cdsesub1\evsprod\nda205103\0000\m3\32-body-data\32p-drug-prod\active-tablet-all-
01\32p5-contr-drug-prod\32p53-val-analyt-proc\32p53-dp-val-analyt-proc-32540.pdf for 
more details) 

6 What data are available to support the discriminating power of the method? 

 
In the original submission, the Applicant did not provide data to support discriminating 
capability of the proposed methods for aspirin and omeprazole. Therefore, the comments 
below were conveyed to the Applicant with the 74-day filing review dated 5/23/2013. 

 Provide data supporting the discriminating capability of the proposed 
dissolution method. In general, the testing conducted to demonstrate the 
discriminating ability of the selected dissolution method should compare the 
dissolution profiles of the drug product manufactured under target conditions 
vs. the drug products that are intentionally manufactured with meaningful 
variations (i.e. aberrant formulations and manufacturing conditions) for the 
most relevant critical manufacturing variables (e.g. drug substance particle size, 
compression force, tablet hardness, etc.). In addition, if available, submit data 
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7 Is the proposed dissolution method bio-relevant? What data are available to 
support this claim? 

There were no data in the submission to help in the assessment of the bio-relevancy of the 
method (e.g. the ability of the method to reject batches that are not bioequivalent). The 
proposed dissolution method will be used as a quality control tool for release and 
stability.  

8 Is the proposed method acceptable? If not, what are the deficiencies?  

The Applicant provided adequate information to support the acceptability and 
discriminating power of the proposed dissolution method  

  

B.2. ACCEPTANCE CRITERIA 

9 What are the proposed dissolution acceptance criteria for this product?  
The originally proposed acceptance criteria are: 
 

Proposed Dissolution Acceptance Criteria for 
Aspirin 

Acid Resistance Stage 
81/40 mg:  NMT % 
325/40mg: NMT  % 

Buffer Stage 
81/40 mg: % in minutes 
325/40mg % in minutes 

 
 

Proposed Dissolution Acceptance Criterion for 
Omeprazole 

81/40 mg: % in minutes 
325/40mg: % in 45 minutes 

 

10 What data are available to support these criteria? 
The Applicant stated that the proposed acceptance criteria was selected because it was 
found suitable for quality control and ensured the batch- to- batch quality.  The data used 
to set the acceptance criteria is based on batches tested in pivotal clinical trials, and on 
release and stability batches. 

11 Is the acceptance criterion acceptable?  If not, what is the recommended 
criterion? Is the setting of the dissolution acceptance criterion based on data 
from clinical and registration batches?  If not, is the setting based on BE or 
IVIVC data? 

The originally proposed acceptance criteria were permissive and therefore, it is found 
NOT acceptable.  
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D) DISSOLUTION APPLICATIONS 

D.1 BIOWAIVERS 

16 Is there a request for a waiver of the submission of in vivo BE data 
(Biowaiver)? What is the purpose of the biowaiver request? 
There is no biowaiver request. 

17 Is there any IVIVC information submitted? What is the regulatory 
application of the IVIVC in the submission? What data is provided to 
support the acceptability of the IVIVC? 
There is no IVIVC information submitted.  

D.2 SURROGATES IN LIEU OF DISSOLUTION 

18 Are there any manufacturing parameters (e.g. disintegration, drug substance 
particle size, etc.) being proposed as surrogates in lieu of dissolution testing? 
What data is available to support this claim? 
No 

D.3 DISSOLUTION AND QBD 

19 If the application contains QbD elements, is dissolution identified as a CQA 
for defining design space? 
No 

20 Was dissolution included in the DoE? What raw materials and process 
variables are identified as having an impact on dissolution? What is the risk 
assessment been performed to evaluate the criticality of dissolution? 
Not Applicable (NA) 

21. Was dissolution included in the DoE? What raw materials and process 
variables are identified as having an impact on dissolution? What is the risk 
assessment been performed to evaluate the criticality of dissolution? 
NA 

22. What biopharmaceutics information is available to support the clinical 
relevance of the proposed design space? 
NA 

23. Is there any dissolution model information submitted as part of QbD 
implementation? What is the regulatory application of the dissolution model 
in the submission? What data are provided to support the acceptability of 
the dissolution model? 

NA 
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M E M O R A N D U M 
 

DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE 

FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

 
  

 
DATE:  08 July 2013 

 
TO:   NDA 205103 

 
FROM:  Jessica G. Cole, PhD 
   CDER/OPS/NDMS Microbiology Reviewer 
 
THROUGH:  Bryan Riley, PhD 

CDER/OPS/NDMS Microbiology Team Lead 
 

cc:   Stacy Barley 
CDER/OND/DGIEP Project Manager 
 

SUBJECT:  Product Quality Microbiology assessment of Microbial Limits for 
“PA8140 and PA32540” [Submission Date: 25 March 2013] 

 
 
The Microbial Limits specification for “PA8140 and PA32540” is acceptable from a Product 
Quality Microbiology perspective.  Therefore, this submission is recommended for approval 
from the standpoint of product quality microbiology.  
 
PA8140 and PA32540 are film-coated tablets for oral administration.  The aspirin core of the tablet 
is delayed release and the omeprazole is immediate release.   

  No microbiological in-process or release tests are proposed.  The aspirin has a microbial 
limit of NMT  CFU/g total aerobic microbial count (TAMC) and NMT 100 CFU/g total 
yeast and mold count (TYMC) and the absence of Escherichia coli.  There is no limit for 
omeprazole.   
 
The following information request (in bold) was sent to the OND project manager on 16 May 
2013 and a response was received from the applicant on 13 June 2013.   
 
Microbiology Comment: 
You propose to waive microbial limits release testing for your drug product.  This proposal may be 
acceptable provided adequate upstream controls are established and documented.  More 
information on your process is needed.  Address the following points. 

1. Identify and justify critical control points in the manufacturing process that could affect 
microbial load of the drug product.   
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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) 

√   

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) 

√   
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE 

FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

 
 
  

 
DATE: 16 May 2013 
 
TO: Stacy Barley/Anissa Davis 
 Regulatory Health Project Manager 
 CDER/OND/DGIEP 
 
FROM: Jessica G. Cole, PhD 
 Review Microbiologist 
 CDER/OPS/New Drug Microbiology Staff   
 (301) 796-5148 
 
THROUGH: Bryan Riley, PhD 
  Microbiology Team Leader  
  CDER/OPS/New Drug Microbiology Staff     
 
SUBJECT: NDA: 205-103 
 Submission Date: 25 March 2013 
 Drug Product: PA8140 and PA32540 (aspirin and omeprazole) 
 Applicant: Pozen, Inc. 
 
 
A product quality microbiology review of NDA 205-103 is in progress and more information is 
needed.  Please forward the following comment to the applicant.   
 
Microbiology Comment: 
You propose to waive microbial limits release testing for your drug product.  This proposal may be 
acceptable provided adequate upstream controls are established and documented.  More information on 
your process is needed.  Address the following points. 

1. Identify and justify critical control points in the manufacturing process that could affect 
microbial load of the drug product.   

a. Address how the  are controlled for microbial growth  
 

2.  Describe microbiological monitoring and acceptance criteria for the critical control 
points that you have identified.  Verify the suitability of your testing methods for your drug 
product.  Conformance to the acceptance criteria established for each critical control point should 
be documented in the batch record in accordance with 21 CFR 211.188.   
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3. Describe activities taken when microbiological acceptance criteria are not met at control 
points. 

4.  Provide an updated stability schedule to reflect microbial limits testing  
   

 
END 
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4. 

Is there a validation package 
for the analytical method 
and dissolution 
methodology? 

X 

HPLC method for Aspirin and Omeprazole: 

5. 
Does the application contain 
in vitro alcohol induced dose 
dumping studies? 

 X 
In vitro alcohol induced dose dumping studies were 
not provided as per requested during IND 78,747 
Type A Meeting dated 9/21/2012 minutes.  

6. Does the application include 
a biowaiver request? 

 X  

7. 
Is there information 
provided to support the 
lower strength (s)? 

 X 

For PA 8140 strength a 3-way cross-over study 
(PA8140-102) submitted to assess bioequivalence of 
PA8140 Tablets to the RLD based on 
pharmacokinetics of acetylsalicylic acid. OCP will 
review the BE studies.  
 
For PA8140 strength an open label, single blind, 
randomized three arm, parallel group study to 
evaluate the effects on the gastroduodenal mucosa 
of PA8140 Administered with and without 
Celecoxib (200 mg) and Enteric Coated (EC) 
Aspirin 81 mg when administered with Celecoxib, 
Study PA08140-101 was submitted. The study will 
be reviewed by the Clinical Team.  
 

8. Does the application include 
an IVIVC model? 

 X  

9. 
Is information such as BCS 
classification mentioned, and 
supportive data provided? 

 X  

10. 
Is information on mixing the 
product with foods or liquids 
included? 

 X Not applicable. 

11. 
Is there any in vivo BA or 
BE information in the 
submission? 

X  

Several BE and Clinical Studies (see summary 
PK/PD and Clinical Studies Tables below for PA 
8140 and PA32540) are included in the present 
submission and will be reviewed by OCP and 
Clinical teams.  

12. 

Are there any manufacturing 
changes implemented to the 
clinical trial and bio batch 
formulations?  

X  See Tables 2 and 3 below. 

13. 
Is there any data submitted 
to support the manufacturing 
changes 

X  

Comparative dissolution studies were submitted for 
Bio, commercial and stability batches in which 
formulations differed from each other. Refer to 
Table 2 and 3 below.  

Reference ID: 3308970
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The Biopharmaceutics review will be focused on 1) the evaluation and acceptability of the proposed 
dissolution methods and acceptance criteria.  
 
 
RECOMMENDATION:  
From the ONDQA-Biopharmaceutics perspective, NDA 205103 Aspirin Omeprazole Tablets is 
fileable. The following comments should be conveyed to the Applicant in the 74-Day Letter.  
 
 
 

1) Solubility data for the drug substance covering the physiological pH range.  
 

2) Provide data  supporting the discriminating capability of the proposed dissolution method. 
In general, the testing conducted to demonstrate the discriminating ability of the selected 
dissolution method should compare the dissolution profiles of the drug product 
manufactured under target conditions vs. the drug products that are intentionally 
manufactured with meaningful variations (i.e. aberrant formulations and manufacturing 
conditions) for the most relevant critical manufacturing variables (e.g. drug substance 
particle size, compression force, tablet hardness, etc.). In addition, if available, submit data 
showing the capability of the selected dissolution method to reject batches that are not 
bioequivalent. 
 

3) Provide comparative dissolution profile of the batch 3078656R to the other clinical batches. 
 

4) You have not provided In Vitro Alcohol Induced Dose Dumping Studies for both strengths  
as per recommended during IND 78,747 Type A Meeting minutes dated 9/21/2012. We are 
concerned that your delayed release (DR) product may release its entire contents (“dose 
dumping”) in the stomach when co-administered with alcohol defeating the purpose of the 
formulation. Therefore evaluate the potential for a drug-alcohol interaction with your DR 
product in in vitro settings. 

• Dissolution testing should be conducted using the optimal dissolution apparatus 
and agitation speed in 0.1 N HCl and in the proposed QC medium. Dissolution 
data should be generated from 12 dosage units (n=12) at multiple time points to 
obtain a complete dissolution profile.  

• The following alcohol concentrations for the in vitro dissolution studies are 
recommended: 0 %, 5 %, 10 %, 20 %, and 40 %.  

• The shape of the dissolution profiles should be compared to determine if the 
modified release characteristics are maintained, especially in the first 2 hours.  

• The f2 values assessing the similarity (or lack thereof) between the dissolution 
profiles should be estimated (using 0% alcohol as the reference). 
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