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Memorandum   DEPARTMENT OF HEALTH AND HUMAN SERVICES 
    PUBLIC HEALTH SERVICE 
    FOOD AND DRUG ADMINISTRATION 
    CENTER FOR DRUG EVALUATION AND RESEARCH 
 
Date:   February 01, 2013 
 
From:   Hitesh Shroff, Ph.D. 
 
Through:  Moo-Jhong Rhee, Ph.D. 
  Chief, Branch IV 
  Division of New Drug Quality Assessment II 
  ONDQA 
 
To:   CMC Review #1 of NDA 204412 
 
Subject:  Final Recommendation 
 
The CMC review #1 has noted the following pending issues:  
 

1. Manufacturer of drug substance is not adequate. 
 The manufacture, needs to be withdrawn. 

2. Manufacturing process of the drug product is not adequate. 
 The “original process” needs to be replaced with the “alternative process”. 

3. Stability commitment is not adequate. 
 The commitment needs to be revised to test 180-count bottle annually. 

4. The label/labeling issues were not resolved. 
5. Overall “ACCEPTABLE” site recommendation has not been made from the 

Office of Compliance for this application. 
 
And because of these deficiencies, in the CMC Review #1, this NDA was not 
recommended for approval from the ONDQA perspective.  
 
In the amendments dated January 07, 2013 and Jan 11, 2013, the applicant has adequately 
addressed the issues 1, 2 and 3. (see Attachment -1) 
 
The Office of Compliance has made an overall “Acceptable” recommendation for the 
facilities involved in the NDA (see the Attachment -2). 
 
The labels/labeling issues are satisfactorily resolved (see the Attachment -3). 
 
Final Recommendation: 
 
From the ONDQA's perspective, this NDA is now recommended for "Approval" with an 
expiration dating period of 18 months. 
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Attachment-3.    

Final labels/Labeling  
 

1. Package Insert  
 

(a)  “Highlights” Section 

 
 
(b) “Full Prescribing Information” Section 

 
#3. Dosage Form and Strength 

 

 
 

#11. Description 
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#16. How Supplied/Storage and Handling 

 
 
2.  Labels 

Sample Bottle 
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Sample Carton 
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Initial Quality Assessment 
Branch IV 

Division of New Drug Quality Assessment II 

 

 

OND Division: Division of Gastroenterology and Inborn Errors Products
NDA: 204412 

Applicant: Warner-Chilcott 
Stamp Date: 8/1/2012 

Review Date: 9/10/2012 
PDUFA Date: 6/1/2013 

Filing Meeting: 9/12/2012 
Proposed Trademark:

Established Name: mesalamine 
Dosage Form: delayed release capsule 

Route of Administration: oral 
Indication: ulcerative colitis 

CMC Lead: Marie Kowblansky, PhD 
 

    YES         NO 
ONDQA Fileability:                     

Comments for 74-Day Letter                     
 

A. Summary 
 
The proposed product, (mesalamine) Delayed Release Capsules (400 mg) is intended 
for the treatment of ulcerative colitis.  The recommended dosage is two capsules, three times 
daily for six weeks.  The product is a reformulation of Warner-Chilcott’s Asacol (mesalamine) 
Delayed Release Tablets, approved under NDA 19-651. This reformulation was prompted by 
FDA’s concern over the safety of dibutyl phthalate (DBP) which is a component of the Asacol 
enteric coating.  
 
The currently proposed product has been reformulated as a tablet-in-capsule formulation. The 
composition of the tablet is to the approved tablet with the exception that DBP has been 
replaced with  amount of dibutyl sebacate (DBS) in the enteric coating. According to the 
Inactive Ingredients Database, DBS has been used in other approved products and at higher 
levels than proposed here, so there is no safety concern with this excipient. The capsule is a 
commonly used hydroxypropyl methylcellulose capsule. 
 
This product was developed under IND 26,093, is submitted as a 505(b)(1) application, and 
according to MAPP 7500.3 is classified as a Type 3 application. 
 
The drug substance in this product is mesalamine: 
 

     
Information regarding the manufacture of mesalamine, as well as much of the information 
regarding manufacture of the drug product is referenced to NDA 19-651, and consequently, will 
not be described here. 
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Based on prior agreement with FDA, Warner Chilcott has submitted 6 months of stability data 
(long term and accelerated) on 3 batches of capsules and will provide an additional 3 months of 
data (9 months total) during the review clock no later than the midpoint of the clock. 

At FDA’s request, the firm has amended their original submission with manufacturing batch 
records, both in the original  and with English translations. 
 
The applicant appropriately claims a categorical exclusion from the requirement of filing an 
Environmental Assessment. 

Inspection requests for the facilities involved in the manufacture of the drug substance and drug 
product have been entered into EES.   
 
The CMC reviewer for this NDA will be Dr. Hitesh Shroff.   
 
The Biopharmaceutics information will be reviewed by Dr. John Duan. 
 
This application will be reviewed as a priority application with a six month review clock. 

B. Critical issues for review 
 

In view of the applicants extensive history with a closely related product (Asacol, NDA 19-
651), which is extensively referenced in this submission, there are no unusual issues that 
require particular attention in this review. 

C. Comments for 74-Day Letter -- None 
 

D. Recommendation – From the CMC perspective this application is fileable. 
 
 
 

 Marie Kowblansky, PhD    9/24/2012  
 CMC Lead     Date 
 
 Moo-Jhong Rhee, PhD      
 Branch Chief  
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