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EXCLUSIVITY SUMMARY

NDA # 204031  SUPPL #   n/a HFD # 170

Trade Name:  Xartemis XR

Generic Name:  oxycodone hydrochloride/acetaminophen extended-release tablets

Applicant Name:  Mallinckrodt, Inc.    

Approval Date, If Known:  March 3, 2014

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1.  An exclusivity determination will be made for all original applications, and all efficacy
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission.

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement?
                                    YES NO 

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8

505(b)(2)

c)  Did it require the review of clinical data other than to support a safety claim or change in 
labeling related to safety?  (If it required review only of bioavailability or bioequivalence 
data, answer "no.")

  YES NO 

If your answer is "no" because you believe the study is a bioavailability study and, therefore, 
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your 
reasons for disagreeing with any arguments made by the applicant that the study was not 
simply a bioavailability study.   

n/a

If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:             

          
n/a
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d)  Did the applicant request exclusivity?
YES NO 

If the answer to (d) is "yes," how many years of exclusivity did the applicant request?

3 years

e) Has pediatric exclusivity been granted for this Active Moiety?
YES NO 

      If the answer to the above question in YES, is this approval a result of the studies submitted in 
response to the Pediatric Written Request?
   
     n/a

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO 
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.  

2.  Is this drug product or indication a DESI upgrade?
YES NO 

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS 
ON PAGE 8 (even if a study was required for the upgrade).  

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2 as appropriate)

1.  Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the same 
active moiety as the drug under consideration?  Answer "yes" if the active moiety (including other 
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this 
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen or 
coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) has 
not been approved.  Answer "no" if the compound requires metabolic conversion (other than 
deesterification of an esterified form of the drug) to produce an already approved active moiety.

                  n/a (product has two APIs)) YES NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).
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NDA#

NDA#

NDA#

2.  Combination product.  

If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously 
approved an application under section 505 containing any one of the active moieties in the drug 
product?  If, for example, the combination contains one never-before-approved active moiety and 
one previously approved active moiety, answer "yes."  (An active moiety that is marketed under an 
OTC monograph, but that was never approved under an NDA, is considered not previously 
approved.)  

YES NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).  

NDA# 007337 Percodan (oxycodone hydrochloride/aspirin) tablets

NDA# 200534 Oxycodone hydrochloride capsule

NDA# 200535 Oxycodone hydrochloride oral solution

NDA# 201194 Oxycodone hydrochloride oral solution

NDA# 022272 OxyContin (oxycodone hydrochloride) extended-release tablet

NDA# 202080 Oxecta (oxycodone hydrochloride) tablet

NDA# 021011 Roxicodone (oxycodone hydrochloride) tablet

NDA# 022450 Ofirmev (acetaminophen) intravenous solution

NDA# 021123 Ultracet (tramadol hydrochloride/acetaminophen) tablet

NDA# 020232 Fioricet with Codeine (acetaminophen/ butalbital/ caffeine/ 
codeine phosphate) tablet

And numerous ANDAs for products containing oxycodone hydrochloride and/or acetaminophen 
(refer to the Orange Book for complete listings).

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE 
SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary should 
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only be answered “NO” for original approvals of new molecular entities.) 
IF “YES,” GO TO PART III.

PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new 
clinical investigations (other than bioavailability studies) essential to the approval of the application 
and conducted or sponsored by the applicant."  This section should be completed only if the answer 
to PART II, Question 1 or 2 was "yes."  

1.  Does the application contain reports of clinical investigations?  (The Agency interprets "clinical 
investigations" to mean investigations conducted on humans other than bioavailability studies.)  If 
the application contains clinical investigations only by virtue of a right of reference to clinical 
investigations in another application, answer "yes," then skip to question 3(a).  If the answer to 3(a) 
is "yes" for any investigation referred to in another application, do not complete remainder of 
summary for that investigation. 

YES NO 

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8. 

2.  A clinical investigation is "essential to the approval" if the Agency could not have approved the 
application or supplement without relying on that investigation.  Thus, the investigation is not 
essential to the approval if 1) no clinical investigation is necessary to support the supplement or 
application in light of previously approved applications (i.e., information other than clinical trials, 
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or 
505(b)(2) application because of what is already known about a previously approved product), or 2) 
there are published reports of studies (other than those conducted or sponsored by the applicant) or 
other publicly available data that independently would have been sufficient to support approval of 
the application, without reference to the clinical investigation submitted in the application.

(a) In light of previously approved applications, is a clinical investigation (either conducted 
by the applicant or available from some other source, including the published literature) 
necessary to support approval of the application or supplement?

YES NO 

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval 
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

n/a
                                                 
(b) Did the applicant submit a list of published studies relevant to the safety and effectiveness 
of this drug product and a statement that the publicly available data would not independently 
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support approval of the application?
YES NO 

(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree 
with the applicant's conclusion?  If not applicable, answer NO.

YES NO 

     If yes, explain:                                     

n/a                                                        

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or 
sponsored by the applicant or other publicly available data that  could independently 
demonstrate the safety and effectiveness of this drug product? 

YES NO 

     If yes, explain:                                         

n/a                                                        

(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical investigations 
submitted in the application that are essential to the approval:

Study COV15000182: A Phase 3 Multicenter, Randomized, Double-Blind,
Placebo-Controlled, Parallel-Group Evaluation of the Safety and Analgesic 
Efficacy of COV795 (Oxycodone HCl/Acetaminophen) ER Tablets in Moderate 
to Severe Postoperative Bunionectomy Pain Followed by an Open-Label 
Extension

Study COV15000181: An Open-Label Safety Study of COV795 in Subjects 
with Osteoarthritis or Chronic Low Back Pain                    

Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.  

3.  In addition to being essential, investigations must be "new" to support exclusivity.  The agency 
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the 
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does 
not duplicate the results of another investigation that was relied on by the agency to demonstrate the 
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the 
agency considers to have been demonstrated in an already approved application.  

Reference ID: 3461941



Page 6

a) For each investigation identified as "essential to the approval," has the investigation been 
relied on by the agency to demonstrate the effectiveness of a previously approved drug 
product?  (If the investigation was relied on only to support the safety of a previously 
approved drug, answer "no.")

Investigation #1    YES NO 

Investigation #2    YES NO 

If you have answered "yes" for one or more investigations, identify each such investigation 
and the NDA in which each was relied upon:

n/a

b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support the 
effectiveness of a previously approved drug product?

Investigation #1 YES NO 

Investigation #2 YES NO 

If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on:

n/a

c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application 
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any 
that are not "new"):

Study COV15000182: A Phase 3 Multicenter, Randomized, Double-Blind,
Placebo-Controlled, Parallel-Group Evaluation of the Safety and Analgesic 
Efficacy of COV795 (Oxycodone HCl/Acetaminophen) ER Tablets in Moderate 
to Severe Postoperative Bunionectomy Pain Followed by an Open-Label 
Extension

Study COV15000181: An Open-Label Safety Study of COV795 in Subjects 
with Osteoarthritis or Chronic Low Back Pain                    

4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
been conducted or sponsored by the applicant.  An investigation was "conducted or sponsored by" 
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the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of 
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor 
in interest) provided substantial support for the study.  Ordinarily, substantial support will mean 
providing 50 percent or more of the cost of the study.

a) For each investigation identified in response to question 3(c): if the investigation was 
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor?

Investigation #1 !
!

IND # 104702 YES  !  NO   
!  Explain: 

                          
             

Investigation #2 !
!

IND # 104702 YES !  NO   
!  Explain: 

                               
   

                                                            
(b) For each investigation not carried out under an IND or for which the applicant was not 
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in 
interest provided substantial support for the study?

n/a

Investigation #1 !
!

YES !  NO   
Explain: !  Explain: 

   

Investigation #2 !
!

YES   !  NO   
Explain: !  Explain:
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(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that 
the applicant should not be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for exclusivity.  However, if all rights to the 
drug are purchased (not just studies on the drug), the applicant may be considered to have 
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.)

YES NO 

If yes, explain:  

n/a

=================================================================
                                                      
Name of person completing form:  Dominic Chiapperino, PhD                   
Title:  Senior Regulatory Health Project Manager
Date:  February 24, 2014

                                                      
Name of Office/Division Director signing form:  Sharon Hertz, MD
Title:  Deputy Director, Division of Anesthesia, Analgesia, and Addiction Products

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring, MD  20993

NDA 204031
REVIEW EXTENSION –
MAJOR AMENDMENT

Mallinckrodt Inc.
675 McDonnell Blvd.
Hazelwood, MO 63042

Attention:  Kevin D. Healy
Associate Director Regulatory Affairs

Dear Mr. Healy:

Please refer to your New Drug Application (NDA) dated May 24, 2013, received May 28, 2013, 
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act (FDCA)
for Xartemis XR (oxycodone hydrochloride/acetaminophen) extended-release tablet, 7.5 mg/325 
mg.

On November 19, 2013, we received your November 18, 2013, major amendment to this 

application. Therefore, we are extending the goal date by three months to provide time for a full 

review of the submission.  The extended user fee goal date is February 28, 2014.

In addition, although we had already begun communicating labeling changes and postmarketing 
requirements/commitments to Mallinckrodt, we are establishing a new timeline for 
communicating further necessary labeling changes or postmarketing requirements/commitments 
in accordance with “PDUFA REAUTHORIZATION PERFORMANCE GOALS AND 
PROCEDURES – FISCAL YEARS 2013 THROUGH 2017.”  If major deficiencies are not 
identified during our review, we plan to communicate proposed labeling and, if necessary, any 
additional postmarketing requirement/commitment requests by January 31, 2014.

If you have any questions, call Dominic Chiapperino, PhD, Senior Regulatory Health Project 
Manager, at (301) 796-1183.

Sincerely,

{See appended electronic signature page}

Parinda Jani
Chief, Project Management Staff
Division of Anesthesia, Analgesia, and
  Addiction Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Friday, November 08, 2013 2:28 PM
To: Healy, Kevin D (Kevin.Healy@mallinckrodt.com)
Subject: NDA 204031, Carton/Container labeling comments

Hi Kevin, 
 
Regarding the submitted carton and container labeling for Xartemis XR, we have the following comments. 
 
 

A. All Container Labels (Bottle and Unit Dose) and Carton Labeling 
1. Revise the presentation of the proprietary name so it appears in title case rather than all capital letters to 

improve readability. 
2. Remove the , which extends from the first letter “X” and above the proprietary name, 

to improve readability. 
3. Revise the established name to include the dosage form “oxycodone hydrochloride/acetaminophen 

extended release tablets”. 
4. Revise the font color of the strength statement from  to black to improve readability. As presented, 

the light colored font on a light colored background may be difficult to read. 
 

B. Bottle Container Labels and Carton Labeling 
1. Ensure there is adequate white space between the established name and the CII designation so that the 

CII designation does not interfere with the readability or appear as a part of the established name 
statement. 

2. Realign the strength statement so that its justification is aligned to the left to allow space for the next 
recommendation. 

3. Revise the statement from “ ” to read “Swallow 
whole. Do not break, chew, crush, cut, dissolve, or split Xartemis XR.” 

4. Clarify whether you will use a secondary packaging (carton container) for the bottles and provide the 
carton label as necessary. 
 

C. Unit Dose Blister Labels 
1. Reduce the size of the CII designation. As presented, it is more prominent than, and may distract from, 

other important information, such as the proprietary and established names. 
2. If space permits, revise the appearance of strength on the blister container backing to describe the 

milligram amount of drug per single unit to appear as follows: 
 

XX mg/XX mg per tablet 
 

D. Unit Dose Carton Labeling 
1. Revise the appearance of the strength statement on principal display panel of the carton labeling to 

describe the milligram amount of drug per single unit to mitigate medication errors of wrong dose and to 
appear as follows: 
 

Contents: XX mg/XX mg per tablet 
100 Unit-Dose tablets 

 
Please contact me if you have any questions. 
 
Best regards, 
Dominic 
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Dominic Chiapperino, Ph.D.  
Senior Regulatory Health Project Manager  
Division of Anesthesia, Analgesia, and Addiction Products  
Office of Drug Evaluation II  
FDA, Center for Drug Evaluation and Research  
10903 New Hampshire Avenue  
Building 22, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
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PeRC PREA Subcommittee Meeting Minutes 
October 2, 2013 

 
PeRC Members Attending: 
Lynne Yao 
Hari Cheryl Sachs  
Karen Davis-Bruno  
Tom Smith 
Andrew Mulberg (Did not review ) 
Wiley Chambers 
Donna Katz 
Robert “Skip” Nelson 
Shrikant Pagay 
Lily Mulugeta 
Andrew Mosholder 
Kevin Krudys 
Barbara Buch 
Susan McCune 
Daiva Shetty 
Martha Nguyen 
Peter Starke 
Ruthianna Davi 
Gregory Reaman  
Jane Inglese 
William Rodriguez 
George Greeley 
Coleen LoCicero 
Robert “Skip” Nelson 
Rachel Witten 
Maura O’Leary  
 
Guests Attending:   
Nichella Simms (PMHS)   Amy Taylor (PMHS) 
Erica Radden (PMHS)   GT Wharton (OPT) 
Courtney Suggs (OCP)   Gilbert Burckart (OCP) 
Donna Snyder (PMHS)   Robert Levin (DPP) 
Dionna Green (OCP)    Owen McMaster (DAIP) 
Alison Rodgers (DAIP)   Ronald L. Ariagno (OPT/PMHS) 
Jian Wang (OCP)    Ellen Fields (DAAAP)  
Elizabeth Kilgore (DAAAP)   Dominic Chiapperino (DAAAP) 
Aisar Atrakdei (DPP)    Kim Updegraff (DPP) 
Hao Zhu (OCP)    Yun Xu (OCP) 
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Wednesday, October 23, 2013 5:25 PM
To: Healy, Kevin D (Kevin.Healy@mallinckrodt.com)
Subject: NDA 204031, information request and comments

Dear Kevin, 
 
Regarding NDA 204031, we have some comments related to 505(b)(2) considerations for your application and your 
proposed Xartemis XR prescribing information. 
 
 

1.  Your annotated label references products not listed for patent certification in your application.  This is not 
acceptable, and appropriate patent certifications must be provided.  

 
2. In addition, an applicant may cross-reference a previously approved 505(b)(2) application for which it is the NDA 

holder to support approval of its new NDA, if scientifically appropriate.  If the cross-referenced portions of an 
applicant’s previously approved 505(b)(2) application involve reliance on FDA’s finding of safety and/or 
effectiveness for a listed drug(s) or published literature (as distinguished from any cross-referenced investigations 
that may have been conducted by or for the applicant or for which the applicant has obtained a right of reference 
or use), then the new NDA should be submitted pursuant to section 505(b)(2) of the FD&C Act.  An applicant’s 
new 505(b)(2) application should identify this/these listed drug(s) as relied upon for its new 505(b)(2) application 
in accordance with the Agency’s regulations at 21 CFR 314.54.  It should be noted that the regulatory 
requirements for a 505(b)(2) application (including, but not limited to, an appropriate patent certification/statement 
and notification), apply to each listed drug upon which an applicant relies.  

 
3. You did not indicate reliance on published literature in your cover letter.  However, you did reference literature in 

your annotated label.  In order for your proposed product labeling to be approved, certain published literature 
references are essential, and we request confirmation that all the published literature necessary for approval has 
been submitted to the application. If not, then you must amend your application with all published literature 
necessary for approval. 
 

4. It is not acceptable to annotate your proposed label with the statement “ ,” as this does not indicate 
whether or not your proposed labeling is based on: 1) your own submitted data; 2) data and information for which 
you have right of reference; 3) appropriately referenced literature; or 4) product labeling of the drug(s) you have 
appropriately listed for 505(b)(2) purposes. 

 
Contact me if you have questions at this time. 
 
Kind regards, 
Dominic 

 
Dominic Chiapperino, Ph.D.  
Senior Regulatory Health Project Manager  
Division of Anesthesia, Analgesia, and Addiction Products  
Office of Drug Evaluation II  
FDA, Center for Drug Evaluation and Research  
10903 New Hampshire Avenue  
Building 22, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Friday, October 18, 2013 4:04 PM
To: Healy, Kevin D (Kevin.Healy@mallinckrodt.com)
Subject: NDA 204031 information request, REMS
Attachments: rems-and-materials-tracked-changes + fda comments 10_17_2013.docx

Dear Kevin, 
 
Regarding NDA 204031 and your proposed REMS for Xartemis XR, we have the following comments and 
revised document showing tracked changes (attached) at this time and request that you submit the revised 
REMS and materials as amendment at your earliest convenience. 

1.1 REMS DOCUMENT 
 

Revise the header of the document to read as: 
Initial REMS Approval: 07/2012 
Most Recent Modification: XX/2013 

1.2 FDA BLUEPRINT 

1. Reapply appropriate page numbers in the right corner of the pages. 
2. See attached FDA Blueprint for the Agency’s comments and suggested track changes. 

1.3 PRESCRIBER LETTERS 1, 2, 3 
The letters must be revised to incorporate the proposed indication of acute pain for Xartemis XR. 

1.4 ER/LA OPIOID ANALGESICS REMS WEBSITE 
See the attached REMS Website for suggested track changes. 

1.5 GENERAL COMMENTS 
Resubmission Requirements and Instructions:  Submit the revised proposed REMS with attached materials and 
the REMS Supporting Document.  Provide a MS Word document with track changes and a clean MS Word 
version of all revised materials and documents.  Submit the REMS and the REMS Supporting Document as two 
separate MS Word documents.  
Format Request:  Submit your proposed REMS and other materials in MS Word format. It makes review of 
these materials more efficient and it is easier for the web posting staff to make the document 508 compliant.  It 
is preferable that the entire REMS document and attached materials be in a single MS Word document.  If 
certain documents such as enrollment forms are only in PDF format, they may be submitted as such, but the 
preference is to include as many as possible be in a single MS Word document. 

1.6 REMS SUPPORTING DOCUMENT 
The REMS Supporting Document must be consistent with all changes made to the REMS document.  
 

Contact me if you have any questions at this time. 
 
Kind regards, 
Dominic 
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Dominic Chiapperino, Ph.D.  
Senior Regulatory Health Project Manager  
Division of Anesthesia, Analgesia, and Addiction Products  
Office of Drug Evaluation II  
FDA, Center for Drug Evaluation and Research  
10903 New Hampshire Avenue  
Building 22, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Friday, October 18, 2013 3:49 PM
To: Healy, Kevin D (Kevin.Healy@mallinckrodt.com)
Subject: NDA 204031 information request

Dear Kevin, 
 
Regarding the Xartemis XR NDA, we have an additional request for information at this time, as follows: 
 

1. In Study 0182, Subject 201-155 (randomized to placebo),  experienced an SAE of hypersensitivity.  The subject 
was  hospitalized and treated with diphenhydramine for the SAE of hypersensitivity but the narrative does not 
describe symptoms.  Provide a more detailed narrative including information on specific symptoms and any 
additional information from the hospital report if possible. 
 

2. In the Phase 3 Integration Set, five subjects were identified as experiencing potential withdrawal symptoms while 
receiving COV795.  Brief narratives were provided for these subjects (204-004, 204-110, 110-023, 131-009 and 
145-012).  Clarify whether these withdrawal symptoms occurred after cessation of study drug. 

 
Contact me if you have questions, otherwise we look forward to your response. 
 
Kind regards, 
Dominic 
 
 
Dominic Chiapperino, Ph.D.  
Senior Regulatory Health Project Manager  
Division of Anesthesia, Analgesia, and Addiction Products  
Office of Drug Evaluation II  
FDA, Center for Drug Evaluation and Research  
10903 New Hampshire Avenue  
Building 22, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Tuesday, October 15, 2013 9:55 AM
To: Healy, Kevin D (Kevin.Healy@mallinckrodt.com)
Subject: NDA 204031, information request

Dear Kevin, 
 
Regarding NDA 204031, we have another request for information, at your earliest convenience. 
 
For the Phase 3 studies 0182 and 0181 and Phase 1 studies which used the to‐be‐marketed formulation, provide a 
summary table(s) by treatment received (not treatment group assigned)  for subjects with elevated LFTs to include: 

 Total number of subjects with LFTs ≥2xULN  

 Total number of subjects with LFTs≥3xULN  

 Total number of subjects with LFTs≥5xULN  

 Total number of subjects with LFTs≥10xULN 

 Total number of subjects with total bilirubin ≥2xULN 

 Total number of discontinuations due to elevated LFTs  
 
For the Phase 3 studies, provide the patient ID number for each case.  The tables should clearly distinguish those 
subjects who received placebo only and those who received study drug. 
 
Would it be possible for you to provide me with this information later today, at least by email?  Your formal amendment 
with the information would be expected at your earliest convenience. 
 
Thank you and best regards, 
Dominic 
 
 
Dominic Chiapperino, Ph.D.  
Senior Regulatory Health Project Manager  
Division of Anesthesia, Analgesia, and Addiction Products  
Office of Drug Evaluation II  
FDA, Center for Drug Evaluation and Research  
10903 New Hampshire Avenue  
Building 22, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 

 Food and Drug Administration 
Silver Spring, MD  20993 

 
 

NDA 204031 
PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Mallinckrodt, Inc. 
675 McDonnell Blvd. 
Hazelwood, MO 63042 
 
ATTENTION:  Kevin Healy, PhD 

Director, Regulatory Affairs 
 
 
Dear Dr. Healy: 
 
Please refer to your New Drug Application (NDA) dated May 24, 2013, received May 28, 2013, 
submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for Oxycodone 
Hydrochloride and Acetaminophen Extended-release Tablets, 7.5 mg/325 mg. 
 
We refer to: 

• Your correspondence, dated and received on July 18, 2013, requesting review of your 
proposed proprietary name, Xartemis; 

• The teleconference held on August 5, 2013, between FDA and Mallinckrodt, Inc. where 
you were informed that a modifier should be added to convey the extended release 
properties of the product; and 

• Your proprietary name amendment dated and received August 23, 2013. 
 
We have completed our review of the proposed proprietary name, Xartemis XR and have 
concluded that it is acceptable.  
 
If any of the proposed product characteristics as stated in your July 18, 2013, submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review.  
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If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Vaishali Jarral, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-4248.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager, 
Dominic Chiapperino at 301-796-1183.   
 

Sincerely, 
 
{See appended electronic signature page}  
       
Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Medication Error Prevention and Risk Management 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Tuesday, September 24, 2013 9:58 AM
To: Healy, Kevin D (Kevin.Healy@mallinckrodt.com)
Subject: RE: NDA 204031, information request

Hi Kevin, 
 
We would like to amend the language we used in comment #4 in my previous email.  Please substitute this version for 
comment 4: 
 

4.  Provide a list of  all subjects with elevated hepatic function tests >2x ULN in Studies 0182 and 1081, and provide 
narrative for all subjects with elevated hepatic function tests ≥3x ULN (whether the subject discontinued or 
continued in the study), since abnormal hepatic function tests and hepatic‐related AEs have been identified as 
AEs of special interest. 

 
Thank you, 
Dominic 
 

From: Chiapperino, Dominic  
Sent: Tuesday, September 24, 2013 9:49 AM 
To: Healy, Kevin D (Kevin.Healy@mallinckrodt.com) 
Subject: NDA 204031, information request 
 
Dear Kevin, 
 
Based on our review of NDA 204031 thus far, we have the following comments and request for additional information: 
 

You state in Study 0182 Clinical Study Report the following: 
 

1. “Three subjects experienced at least 1 LFT value (ALT, AST, ALP, total bilirubin, or direct bilirubin) that was 
out of reference range and assessed by the investigator as AEs (Subjects 201-078, 202-047, 204-142)” and 
provided a table which included subject 201-178, as shown below: 

 

 
 

 Clarify the following regarding the above: 
 

o Is there a typo in the table and should the Subject ID number be 201-078, not 201-178 as written in 
the table? 

o Provide the location in the submission for the narrative for  subject 201-078, or if no narrative 
was  submitted, provide a narrative for this subject describing the course of the adverse event in 
relation to the dosing of the study drug.  
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2. Two of the 6 subjects (202-047, 204-037) had an ALT and/or AST value > 5 times ULN during the study. 

Subject 202-047 had a maximum ALT of 6.5 times ULN and AST of 7.5 times ULN in the OLE phase on Day 
8. Maximum ALP was 1.2 times ULN in the OLE phase on Day 8. Total bilirubin was normal. This subject was 
discontinued from the study secondary to increased hepatic enzymes. All LFT values returned to within 
reference range by Day 21 visit. Subject 204-037 had a maximum ALT of 13 times ULN, AST 7 times ULN, 
and ALP 3.2 times ULN in the OLE phase on Day 7. Total bilirubin was normal. All LFT values returned to 
within reference range after Day 15. 

 
 Clarify the following regarding the above: 

 
o Provide a narrative for subject 204-037 describing the course of the adverse event in relation to 

dosing of study drug.   
 

3. Identify the hepatic function laboratory criteria used to determine whether a subject with abnormal hepatic 
laboratory values continued or was discontinued from Studies 0182 and 0181. 
 

4. Provide narratives for all subjects with elevated hepatic function tests ≥2x ULN in Studies 0182 and 1081, 
whether the subject discontinued or continued in the study, since abnormal hepatic function tests and hepatic-
related AEs have been identified as AEs of special interest. 

 
Please provide this information with a goal of COB  September 30, 2013 or as soon as feasibly possible.  Contact me if 
you have any questions. 
 
Thank you and kind regards, 
Dominic 
 
 
 
Dominic Chiapperino, Ph.D.  
Senior Regulatory Health Project Manager  
Division of Anesthesia, Analgesia, and Addiction Products  
Office of Drug Evaluation II  
FDA, Center for Drug Evaluation and Research  
10903 New Hampshire Avenue  
Building 22, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 

 

 Food and Drug Administration 

Silver Spring  MD  20993 
 

 

 

NDA 204031 INFORMATION REQUEST 

 

Mallinckrodt Inc. 

Attention:  Kevin D. Healy 

Associate Director Regulatory Affairs 

675 McDonnell Blvd. 

Hazelwood, MO 63042 

 

 

Dear Mr. Healy: 

 

Please refer to your New Drug Application (NDA) submitted pursuant to section 505(b)(2) of the 

Federal Food, Drug, and Cosmetic Act for Xartemis XR (oxycodone hydrochloride/ 

acetaminophen) extended-release tablets, 7.5 mg/325 mg. 

 

We have the following comments and information requests.  We request a written response by 

Friday, October 4, 2013, in order to continue our evaluation of your NDA. 

 

1. Provide solubility differences among the crystalline forms of oxycodone hydrochloride 

and acetaminophen as a function of pH. 

2. We recognize your efforts in the development of an in vitro in vivo relationship (IVIVR) 

for your proposed product. However, we have found the following deficiencies in your 

simulation approach that render your proposed IVIVR unacceptable.   

 

 

 

 

 

 

 

  

3. The provided dissolution data do not support the selection of hours as the last sampling 

time point and, therefore, this time point is not acceptable.  Implement the following 

dissolution acceptance criteria for your proposed product and provide the updated 

specification tables for your product at batch release and on stability with the revised 

dissolution criteria. 
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For Acetaminophen 

  Target Minimum Maximum 

0.5 hours 

2 hours 

4 hours 

6 hours 

 

     For Oxycodone 

  Target Minimum Maximum 

0.5 hours 

2 hours 

4 hours 

6 hours 

 

4. Update the acetaminophen drug substance specification to include the Identification Test 

B in accordance with the current acetaminophen monograph in the USP 36. The Test B 

states that "The retention time of the major peak of the Sample solution corresponds to 

that of the Standard solution, as obtained in the Assay." 

5. Include particle size distribution in the specifications for both oxycodone HCl and 

acetaminophen drug substances. Controlling particle size is important for ensuring the 

content uniformity of oxycodone HCl and the acceptable release of acetaminophen from 

the product. It is also important to control the particle size when you change the suppliers 

of the drug substances. The particle size specifications should be justified using the 

clinical batch data. Wider ranges than those tested in pivotal clinical trials should be 

supported with BA/BE data or dissolution profiles comparisons (f2 testing). 

6. Clarify whether the quantities of the IR and ER tablet  in the Table 

3.2.P.2.3-1. Make corrections if necessary. 

7. Provide data to justify the process parameter set points and ranges proposed for the 

commercial scale manufacturing of the drug product. This can include: 

a. Commercial scale batch data to demonstrate verification of the set points/ranges 

b. Submission of relevant scale up correlations to justify the proposed commercial scale 

set points/ranges. 

c. Other justifications as appropriate. 

8. Per ICH Q1A, revise your post-approval drug product stability commitment to include 

placing the first three production batches on accelerated stability studies for 6 months, in 

addition to the long-term stability studies. 

9. Comparability protocol: 

a. Include drug substance particle size analysis.  

b. Revise the reporting category to prior-approval supplement (PAS) as this is a high 

risk opioid product. 
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If you have any questions, call LCDR Luz E Rivera, Regulatory Project Manager, at (301) 796-

4013. 

 

Sincerely, 

 
{See appended electronic signature page} 

 

Prasad Peri, Ph.D. 

Branch Chief, Branch VIII 

Division of New Drug Quality Assessment III 

Office of New Drug Quality Assessment 

Center for Drug Evaluation and Research 

Reference ID: 3376131



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

DANAE D CHRISTODOULOU
09/20/2013
Signed for Prasad Peri

Reference ID: 3376131



MEMORANDUM of TELECONFERENCE 
 
MEETING DATE:   August 5, 2013  
TIME:    10:30 am to 11:00 am EDT  
LOCATION:   Conference room 4266, Building 22  
APPLICATION:   IND 104702 and NDA 204031 
DRUG NAME:          Xartemis (Oxycodone Hydrochloride/Acetaminophen) -

Release Tablets 
TYPE OF MEETING:  Teleconference 
 
MEETING CHAIRS: Jamie Wilkins Parker, Team Leader, DMEPA 

Vaishali Jarral, OSE Project Management 
 

FDA ATTENDEES:    Vicky Borders-Hemphill, Safety Evaluator, DMEPA 
Darrell Jenkins, OSE Chief Project Management Staff 

 
SPONSOR ATTENDEES: Kevin Healy, Regulatory Affairs 

Alan Blumberg, Regulatory Affairs 
Mark Mannebach, Regulatory Affairs 
Mike Wessler, Commercial Marketing 

 
 
BACKGROUND:  
Mallinckrodt Inc. (Mallinckrodt) submitted original NDA 204031 on May 24, 2013 for MNK795 
(oxycodone hydrochloride (OC) and acetaminophen (APAP) -release tablets). The 
investigational drug number related to this product is IND 104702.  Mallinckrodt Inc. has submitted a 
request for proprietary name review for “Xartemis” to both IND 104,702 (OSE PDUFA date: August 
13, 2013) and to NDA 204031 (OSE PDUFA date October 16, 2013).  
 
 
MEETING OBJECTIVES: 
The purpose of the call was to let Sponsor know that DMEPA has completed their preliminary review 
of the name, and finds it unacceptable because of the lack of a modifier such as ER or XR to convey 
the extended release properties of Xartemis. 
 
 
DMEPA CONCERNS WITH THE PROPOSED NAME: 
The proposed product has overlapping strength and frequency of administration with existing 
immediate-release products and our concerns were conveyed at the December 2012 Pre-NDA meeting. 
While we support the use of a comprehensive educational and labeling strategic approach and the use 
of a unique proprietary name, these strategies should not be used exclusively to mitigate the potential 
for medication errors.  Postmarketing surveillance of extended-release products approved without a 
modifier in the proprietary name whose strengths overlap with the immediate-release product strengths 
has revealed wrong frequency of administration and wrong technique (crushing, chewing, dissolving, 
etc.) medication errors. These errors have been seen with products which have unique proprietary 
names and labeling which highlights the extended-release properties of the product (Exalgo and 
hydromorphone for example).  
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Therefore, while the root name, Xartemis is conditionally acceptable, to mitigate the risk of medication 
errors that may result in wrong frequency and wrong dose errors we recommend the use of a modifier 
such as ER or XR to convey the extended-release properties of Xartemis. 
 
REGULATORY OPTIONS: 
Following two options were present to the sponsor: 
1) Withdraw the request for proprietary name review submission from the IND and amend the request 

for proprietary name review in the NDA. 
2)  Receive an unacceptable letter for both the IND and the NDA.  
 

DISCUSSION: 
Mallinckrodt agreed to regulatory option #1, and committed to submit a withdrawal letter to IND. The 
applicant further agreed to submit the root name, Xartemis, with a modifier appended to the name as 
an amendment to the Request for Proprietary Name Review under NDA 204031.  
 
Applicant proposed using  as a modifier, but their proposal was rejected as using  as a modifier 
is not acceptable.  Applicant requested additional information regarding this matter and FDA 
committed to provide this information to them shortly.  
 
 
ACTION ITEMS: 
1) Mallinckrodt will submit a “Withdrawal of Request for Proprietary Name Review” request to IND 

104702 by COB August 7, 2013.  
 

2) Mallinckrodt will also submit the root name, Xartemis, with a modifier appended to the name as an 
amendment to the Request for Proprietary Name Review originally submitted to NDA 204031 on 
July 18, 2013.  

 
3) FDA will provide additional information to Mallinckrodt regarding FDA’s policy for using  as a 

modifier appended to drug names. 
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Jani, Parinda

From: Jani, Parinda
Sent: Sunday, August 11, 2013 10:00 PM
To: 'kevin.healy@mallinckrodt.com'; 'jennifer.weidman@mallinckrodt.com'
Cc: Chiapperino, Dominic
Subject: NDA 204031/comment regarding proprietary name

Dear Kevin and Jennifer:

The Division of Medication Error Prevention and Analysis (DMEPA) and the Labeling and Nomenclature 
Committee (LNC) have provided  the following comment regarding your proposed proprietary name Xartemis 
(oxycodone hydrochloride/acetaminophen) -release tablets, 7.5 mg/325
mg..

The proposed modifier  is not an approved dosage form.  For established names, the only acceptable term is 
'extended-release.'   The following information comes from the USP Nomenclature Guidelines:
 

Extended-Release— Extended-release products are formulated in such a manner as to make the drug substance 
available over an extended period of time following ingestion. Expressions such as "prolonged-release", 
"repeat-action", "controlled-release", "sustained-release", and their corresponding acronyms should not be used 
to describe such dosage forms. The term "extended-release" is used for compendial nomenclature.

Please revise the established name from “Oxycodone hydrochloride and acetaminophen -release 
tablet” to “Oxycodone hydrochloride and acetaminophen extended-release tablet”.  

Sincerely,

Parinda Jani
Chief, Project Management Staff
Division of Anesthesia, Analgesia, and 
Addiction Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
Tel # (301) 796-1232
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 
 
 

 

 

 Food and Drug Administration 

Silver Spring,  MD  20993 
 

 

 

NDA 204031 
FILING COMMUNICATION - 

FILING REVIEW ISSUES IDENTIFIED 
Mallinckrodt Inc. 
675 McDonnell Blvd. 
Hazelwood, MO 63042 
 
Attention:   Kevin D. Healy 
 Associate Director Regulatory Affairs 
 
Dear Mr. Healy: 
 
Please refer to your New Drug Application (NDA) dated May 24, 2013, received May 28, 2013, 
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act (FDCA), 
for Xartemis (oxycodone hydrochloride/acetaminophen) -release tablets, 7.5 mg/325 
mg. 
 
We also refer to your amendment dated July 18, 2013. 
 
We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Priority.  Therefore, the user fee goal date is November 28, 
2013. 
 
We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, mid-
cycle, team and wrap-up meetings).  Please be aware that the timelines described in the guidance 
are flexible and subject to change based on workload and other potential review issues (e.g., 
submission of amendments).  We will inform you of any necessary information requests or status 
updates following the milestone meetings or at other times, as needed, during the process.  If 
major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing requirement/commitment requests by November 7, 
2013. 
 
During our filing review of your application, we identified the following potential review issues: 
 

Product Quality 
1. The drug product release specifications currently do not include testing, in accordance 

with USP 1217, for tablet hardness. 
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2. Your submission currently does not appear to address whether or how large the intact 

tablet will swell and whether it becomes sticky in water and in simulated gastric fluids 
over time. This information may help assess the risk of GI obstruction due to the tablet. 

 
3. Your submission currently does not contain adequate data to characterize the dissolution 

profile of the drug product in order to support the selection of the proposed dissolution 
acceptance criteria (i.e., specification-sampling time points and values) for your proposed 
drug product specifications.  

 
Biostatistics 
4. Your submission does not appear to include subgroup analyses by age, gender, or race for 

your efficacy Study COV15000182US.  
 
We are providing the above comments to give you preliminary notice of potential review issues.  
Our filing review is only a preliminary evaluation of the application and is not indicative of 
deficiencies that may be identified during our review.  Issues may be added, deleted, expanded 
upon, or modified as we review the application.  If you respond to these issues during this review 
cycle, we may not consider your response before we take an action on your application. 
 
We request that you submit the following information: 

 
1. Provide revised drug product specifications that include a suitable test of tablet hardness, 

in accordance with USP 1217. 
 
2. Provide data that 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. 

 
3. 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. 

 
4. Either specify the location in the current submission of the subgroup analyses by age, 

gender, and race in your efficacy Study COV15000182US or provide these analyses. 
 
During our preliminary review of your submitted labeling, we have identified the following 
labeling format issues: 
 

1. Some headings in the Highlights (HL) section do not have any white space to separate 
them from preceding paragraphs. White space must be present before each major heading 
in HL. 
 

2. In the Boxed Warning section of HL, some text is not in bold font.  All text in this section 
should be bold font. 
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3. Since oxycodone is in the well-known pharmacologic class of opioid analgesics, this 

should be reflected in the Indications and Usage section of HL.  For example, 
“XARTEMIS is a combination of oxycodone, an opioid agonist, and acetaminophen, and 
is indicated for…” 
 

4. The Boxed Warning title in the Table of Contents (TOC) is not identical to the Boxed 
Warning title in HL and in Full Prescribing Information, and the TOC title should be 
revised. 

 
We request that you resubmit labeling that addresses these issues by August 15, 2013.  The 
resubmitted labeling will be used for further labeling discussions. 
 
Please respond only to the above requests for information.  While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission. 
 
PROMOTIONAL MATERIAL 
 
You may request advisory comments on proposed introductory advertising and promotional 
labeling.   Please submit, in triplicate, a detailed cover letter requesting advisory comments (list 
each proposed promotional piece in the cover letter along with the material type and material 
identification code, if applicable), the proposed promotional materials in draft or mock-up form 
with annotated references, and the proposed package insert (PI) and Medication Guide.  Submit 
consumer-directed, professional-directed, and television advertisement materials separately and 
send each submission to: 
 

Food and Drug Administration  
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion (OPDP) 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI) and Medication Guide, and you believe the labeling is close to the final version.   
 
For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200. 
 
REQUIRED PEDIATRIC ASSESSMENTS 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable.  
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We acknowledge receipt of your request for a full deferral of pediatric studies for this 
application.  Once we have reviewed your request, we will notify you if the full deferral request 
is denied. 
 
If you have any questions, call Dominic Chiapperino, Ph.D., Senior Regulatory Health Project 
Manager, at (301) 796-1183. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Bob A. Rappaport, M.D. 
Director 
Division of Anesthesia, Analgesia, and  
  Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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Chiapperino, Dominic 

From: Chiapperino, Dominic

Sent: Tuesday, June 25, 2013 3:59 PM

To: Healy, Kevin D

Subject: NDA 204031, information request

Page 1 of 1

6/25/2013

Hi Kevin, 
  
Referring to your NDA 204031 for Xartemis, we note that your financial disclosure information in Section 1.3 of 
the NDA submission differs from the Agency's Office of Scientific Investigations (OSI) risk-based model tool for 
site selection.  In the tool dataset, there were substantial sums reported for clinical investigators (CIs).  However, 
in the submission, no amounts were reported for the CIs. 
  
Explain this discrepancy and, if applicable, resubmit a corrected version of the financial disclosure document. 
  
Thank you, and kind regards, 
Dominic 
  
  
Dominic Chiapperino, Ph.D.  
Senior Regulatory Health Project Manager  
Division of Anesthesia, Analgesia, and Addiction Products  
Office of Drug Evaluation II  
FDA, Center for Drug Evaluation and Research  
10903 New Hampshire Avenue  
Building 22, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
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