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DATE: Feb 7, 2014

FROM: Yong Hu, Ph.D.

SUBJECT: Addendum to Chemistry Review #1 for NDA 204031 (Oxycodone 
hydrochloride (OC) and acetaminophen (APAP) extended-release tablets)

TO: NDA 204031 file

This addendum is primarily to evaluate the methods of the in-vitro extraction studies
used to characterize the abuse liability of the product from a chemistry perspective. The 
addendum will not assess the abuse-deterrence claims in the labeling. 
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PRODUCT QUALITY - BIOPHARMACEUTICS  
FILING REVIEW  

NDA 204-031 Product Quality - Biopharmaceutics Filing Review Page 4 
 

1. Provide complete dissolution profile data (raw data and mean values) from the pivotal clinical and 
primary stability batches supporting the selection of the proposed dissolution acceptance criteria (i.e., 
specification-sampling time points and values) for your proposed product.  
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Initial Quality Assessment 
Office of New Drug Quality Assessment 

Division of Pre-Marketing Division III, Branch I 
 
 
 
OND Division:    Anesthesia, Analgesia and Addiction   
NDA:     204031 
Applicant:    Mallinckrodt, Inc 
Stamp date:    May 28, 2013 
PDUFA Date:    November 28, 2014 
Trademark:    NA 
Established Name: Oxycodone HCl and Acetaminophen (COV795 and    

MNK795) 
Proposed Name:    Xartemis 
Dosage Form: Controlled Release Tablets (7.5mg/325mg) 
Route of Administration:  Oral 
Indication:    Management of  acute pain 
 
Pharmaceutical Assessment Lead:  Julia C. Pinto, Ph.D. 

 
      YES  NO 
ONDQA Fileability:     √              
Comments for 74-Day Letter:     √                               

 
Summary, Critical Issues and Comments 

 
A. Summary  

 
The application is filed as a 505(b)(2), priority NDA with 6-month review clock.  It is a combination 
product consisting of oxycodone HCl (OC) and acetaminophen (APAP), co-formulated within a 
multilayer, abuse-deterrent tablet comprising an IR layer and a extended release (ER) layer. No critical 
issues are identified in this initial assessment. All manufacturing facilities are entered into EES and 
submitted to Compliance for inspection. Consults to the Microbiology and Biopharmaceutics Teams 
have been sent. This NDA is therefore considered fillable from the CMC perspective, with one comment 
for the 74-Day letter.  
 
Comment for 74-Day Letter:  

1. Release testing of the drug product should include testing for tablet hardness according to 
USP  1217. 

2. Demonstrate whether the intact tablet will swell in water and in simulated gastric fluids over 
time.  Provide tablet dimensions and photos of the tablet at various time points.  
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B.  Review: Drug Substance I: Acetominophen (APAP) 
 
Molecular Structure, Chemical Name, Molecular Formula and Molecular Weight 
 
The first of two APIs is Acetaminophen.  

  
 

 
Characterization, Manufacture, Control, and Impurities  
 
Acetominophen is manufactured by Mallinckrodt in the Raleigh Pharmaceutical Plant, NC. 
Characterization, description of the manufacturing processes and  controls are referenced to the Drug 
Master File (DMF) 5326, last reviewed as adequate April  08, 2013 by M. Pineiro-Sanchez 

 
 

 

Reference ID: 3330396

(b) (4)

(b) (4)

















 10

Drug Product Manufacture:  
 
The product is manufactured in a multistep process according to the Flow Chart below. Detailed 
discussions of the process, the critical steps and controls are  provided in sections 3.2.P.3.3 and P.3.4.  
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Container Closure: 
 
Two container closure systems and packaging configurations will be used for the commercial product. 
These are: HDPE bottles: 100 count, 150 cc bottles with a 38 mm closure; 
Blister Packs: 10 tablets per blister card; 10 cards per carton. Each 100 count bottle contains two, 1 g 
desiccant canisters, for a total of 2 g of desiccant per Bottle 
 
Stability: 
 
Stability data on three registration batches and several clinical batches is provided in this submission.  
The Data includes 12 months under long term, 12 months intermediate and 6 months under accelerated 
conditions to support  a proposed expiry of  24 months for the drug product in HDPE bottles and 18 
months for the DP stored in blister packages.  Data from a photostability study is also provided.  
 
 
 
D. Comments for 74-day Letter:   
 

1. Release testing of the drug product should include testing for Tablet Hardness and Friability.  
2. Demonstrate whether the intact tablet will swell in water and in simulated gastric fluids over 

time.  Provide tablet dimensions and photos of the tablet at various time points.  
  

 
  
 

E. Recommendation for fileability:  The NDA is considered fileable based on data 
provided in the May 28, 2013 submission, for the drug product packaged in  HDPE 
bottles and blister packages with 12-month long term/6-month accelerated stability data. 
The NDA is suitable for evaluation and assessment based on FDA and ICH guidelines 
for submitting CMC information for New Drug Applications. 
 
Recommendation for Team Review:  The NDA is not recommended for a team 
review.  
 
Consults: 
1. Microbiology Team 
2. Biopharmaceutics, ONDQA   
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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  Malinckrodt, DMF 5326 (APAP) 
Malinckrodt, DMF 6930 (OC) 

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   

9. 

Are additional manufacturing, 
packaging and control/testing 
laboratory 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   
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