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EXCLUSIVITY SUMMARY 

NDA # 205060  SUPPL #       HFD # 180

Trade Name   Epanova

Generic Name   omega-3-carboxylic acids

Applicant Name   AstraZeneca Pharmaceuticals LP    

Approval Date, If Known   May 5, 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 X NO 

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

505(b)(1)

b)  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 X 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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c)  Did the applicant request exclusivity?
 YES X NO 

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

5

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

      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?
   
          

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 X

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.

                   YES NO X

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#           

NDA#           

NDA#           

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 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 
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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:

     
                                                 
(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 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:                                     

                                                             

(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? 
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 YES NO 

     If yes, explain:                                         

                                                             

(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:

     

                    
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.  

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:

     

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 
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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:

     

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"):

     

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" 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 #      YES  !  NO     
!  Explain: 

                               
             

Investigation #2 !
!

IND #      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?
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Investigation #1 !
!

YES   !  NO    
Explain: !  Explain: 

             

Investigation #2 !
!

YES    !  NO    
Explain: !  Explain:
          

   

(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:  

     

=================================================================
                                                      
Name of person completing form:  Kati Johnson                    
Title:  Senior Regulatory Project Manager
Date:  June 9, 2016

                                             
Name of Office/Division Director signing form:  James P. Smith, MD, MS
Title:  Deputy Director, Division of Metabolism and Endocrinology Products

Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12
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 [505(b)(2) applications]  For each paragraph IV certification, based on the 
questions below, determine whether a 30-month stay of approval is in effect due 
to patent infringement litigation.  

Answer the following questions for each paragraph IV certification:

(1) Have 45 days passed since the patent owner’s receipt of the applicant’s 
notice of certification?

(Note:  The date that the patent owner received the applicant’s notice of 
certification can be determined by checking the application.  The applicant 
is required to amend its 505(b)(2) application to include documentation of 
this date (e.g., copy of return receipt or letter from recipient 
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))).

If “Yes,” skip to question (4) below.  If “No,” continue with question (2).

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) 
submitted a written waiver of its right to file a legal action for patent 
infringement after receiving the applicant’s notice of certification, as 
provided for by 21 CFR 314.107(f)(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip the rest of the patent questions.  

If “No,” continue with question (3).

(3) Has the patent owner, its representative, or the exclusive patent licensee 
filed a lawsuit for patent infringement against the applicant? 

(Note:  This can be determined by confirming whether the Division has 
received a written notice from the (b)(2) applicant (or the patent owner or 
its representative) stating that a legal action was filed within 45 days of 
receipt of its notice of certification.  The applicant is required to notify the 
Division in writing whenever an action has been filed within this 45-day 
period (see 21 CFR 314.107(f)(2))).

If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee) 
has until the expiration of the 45-day period described in question (1) to waive 
its right to bring a patent infringement action or to bring such an action.  After 
the 45-day period expires, continue with question (4) below.   

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) 
submit a written waiver of its right to file a legal action for patent 
infringement within the 45-day period described in question (1), as 
provided for by 21 CFR 314.107(f)(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip to the next section below (Summary Reviews).  

If “No,” continue with question (5).

  Yes          No        

  Yes          No

  Yes          No

  Yes          No
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Rat Carcinogenicity Study:

A 104-week daily oral (gavage) carcinogenicity study in Sprague-Dawley rats was conducted 

with omega-3 carboxylic acid at 0 (corn oil), 100, 600, or 2000 mg/kg/day or 2.2, 0.11, 0.65, or 

2.2 mL/kg/day, respectively. The proposed dose selection was not submitted to the ECAC by the 

sponsor but was based on the MTD from the 13-week oral repeat toxicity study in rats. There 

were deviations from the protocol regarding the early discontinuation of dosing and termination 

of all groups (with ECAC consultation). Increased mortality was statistically significant in all 

dose groups. The cause of death was considered to be non-neoplastic pathological findings in the

respiratory system. Benign sex cord stromal tumors of the ovaries in the high dose 

(2000mg/kg/day) females were statistically significant both by trend (P=0.0005) and pairwise

comparison (P=0.0054):(control, 5/64; low dose, 4/62; mid dose, 6/62; and high dose,11/64).

Executive CAC Conclusions:

Tg.rasH2 mouse:

 The Committee concurred that the study was adequate.

 The Committee concurred that there were no drug-related neoplasms in the study.

Rat:

 The Committee concurred that the study was acceptable despite being suboptimal. 

 The Committee concurred that benign ovarian sex cord stromal tumors in female rats 
were drug related at a dose that exceeded the MTD, based on non-neoplastic respiratory 
tract lesions. The Committee noted that the study design was problematic in comparing 
the effect of undiluted omega-3 carboxylic acid to the corn oil control.    

    

                   
David Jacobson-Kram, Ph.D.
Chair, Executive CAC

cc:\
/NDA205060, DMEP
/Karen Davis-Bruno, DMEP
/Parvaneh Espandiari, DMEP
/Kati Johnson, DMEP
/ASeifried, OND-IO
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 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

NDA 205060 
MEETING MINUTES 

 
Omthera Pharmaceuticals, Inc. 
Attention:  Samia Siddiqui, PhD 
Director, Regulatory Affairs 
707 State Road 
Princeton, NJ  08540 
 
 
Dear Dr. Siddiqui: 
 
Please refer to your New Drug Application (NDA) dated July 3, 2013, submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for Epanova (omega-3-carboxylic acids) 
Capsules. 
 
We also refer to the meeting between representatives of your firm and the FDA on  
November 6, 2013.  The purpose of the meeting was to discuss the Biopharmaceutics comments 
contained in the September 16, 2013 “Filing Review Issues Identified” letter. 
 
A copy of the official minutes of the meeting is enclosed for your information.  Please notify us 
of any significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, call me at 301-796-1234. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Kati Johnson 
Senior Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

 
 
Enclosure: 
  Meeting Minutes
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 205060
MEETING REQUEST GRANTED

Omthera Pharmaceuticals
Attention: Samia Siddiqui, PhD
Director, Regulatory Affairs
707 State Road
Princeton NJ  08540

Dear Dr. Siddiqui:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Epanova (omega-3-carboxyl acids) Capsules.

We also refer to your October 22, 2013, correspondence requesting a meeting to discuss the 
Biopharmaceutics issues contained in the September 16, 2013, filing communication.  Based on 
the statement of purpose, objectives, and proposed agenda, we consider the meeting a type C
meeting. 

The meeting is scheduled as follows:

Date: Wednesday, November 6, 2013
Time: 2:00 to 3:00 pm
Location: 10903 New Hampshire Avenue

White Oak Building 22, Conference Room: 1315
Silver Spring, Maryland 20903

Invited CDER Participants:
Office of New Drug Quality Assessment
Angelica Dorantes, PhD-Biopharmaceutics Team Leader
Sandra Suarez, PhD-Biopharmaceutics Reviewer
Houda Mahayni, PhD-Biopharmaceutics Reviewer
Xavier Ysern, PhD-Reviewing Chemist

Division of Metabolism and Endocrinology Products
Kati Johnson-Senior Regulatory Project Manager

Please e-mail me any updates to your attendees at Kati.Johnson@fda.hhs.gov , at least one day
prior to the meeting.  For each foreign visitor, complete and email me the enclosed Foreign 
Visitor Data Request Form, at least two weeks prior to the meeting.  A foreign visitor is any non-
U.S. citizen who does not have Permanent Resident Status or a valid U.S. Federal Government 
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NDA 205060
Page 2

Agency issued Security Identification Access Badge.  If we do not receive the above requested 
information in a timely manner, attendees may be denied access. 

A few days before the meeting, you may receive an email with a barcode generated by FDA’s 
Lobbyguard system.  If you receive this email, bring it with you to expedite your group’s 
admission to the building.  Ensure that the barcode is printed at 100% resolution to avoid 
potential barcode reading errors.

Please have all attendees bring valid photo identification and allow 15-30 minutes to complete 
security clearance.  Upon arrival at FDA, provide the guards with either of the following 
numbers to request an escort to the conference room:  Kati Johnson, 301-796-1234.

We note that the background package was submitted with the meeting request.

If you have any questions, call me at 301-796-1234.

Sincerely,

{See appended electronic signature page}

Kati Johnson
Senior Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 205060
FILING COMMUNICATION -

FILING REVIEW ISSUES IDENTIFIED

Omthera Pharmaceuticals, Inc.
Attention: Samia M. Siddiqui, PhD
Director, Regulatory Affairs
707 State Road
Princeton, NJ 08540

Dear Dr. Siddiqui:

Please refer to your New Drug Application (NDA) dated July 3, 2013, received July 5, 2013, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA), for 
Epanova (omefas) Capsules 1 gram.

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 Standard. Therefore, the user fee goal date is May 5, 2014.

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 commitment requests April 11, 2014.

During our filing review of your application, we identified the following potential review issues:

Clinical
Submit a rationale for assuming the applicability of foreign data in the submission to the US 
population.
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NDA 205060
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Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI), Medication Guide, and patient PI, 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.

We acknowledge receipt of your request for a full waiver of pediatric studies for this application.  
Once we have reviewed your request, we will notify you if the full waiver request is denied and a 
pediatric drug development plan is required.

If you have any questions, call Kati Johnson, Regulatory Project Manager, at (301) 796-1234.

Sincerely,

{See appended electronic signature page}

Jean-Marc Guettier, MD
Director (Acting)
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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NDA 205060  

NDA ACKNOWLEDGMENT 
 
 
Omthera Pharmaceuticals, Inc. 
Attention:  Samia M. Siddiqui, PhD 
Director, Regulatory Affairs 
707 State Road 
Princeton, NJ  08540 
 
 
 
Dear Dr. Siddiqui: 
 
We have received your New Drug Application (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: Epanova (omefas) Capsules 
 
Date of Application: July 3, 2013 
 
Date of Receipt: July 5, 2013 
 
Our Reference Number:  NDA 205060 
 
Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on September 3, 2013, in 
accordance with 21 CFR 314.101(a). 
 
If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3).  The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57. 
 
You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No, 110-85, 121 Stat. 904). 
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NDA 205060 
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The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Metabolism and Endocrinology Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved.  Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm. 
 
Secure email between CDER and applicants is useful for informal communications when 
confidential information may be included in the message (for example, trade secrets or patient 
information).  If you have not already established secure email with the FDA and would like to 
set it up, send an email request to SecureEmail@fda.hhs.gov.  Please note that secure email may 
not be used for formal regulatory submissions to applications. 
 
If you have any questions, call Kati Johnson, Regulatory Project Manager, at (301) 796-1234. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Kati Johnson 
Senior Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

Reference ID: 3337111



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

KATI JOHNSON
07/08/2013

Reference ID: 3337111



 
 
DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
IND 107616 
 

MEETING MINUTES 
 
Omthera Pharmaceuticals, Inc. 
Attention: Samia M. Siddiqui, PhD 
Director, Regulatory Affairs 
707 State Street 
Princeton, NJ  08540 
 
 
Dear Dr. Siddiqui: 
 
Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for Epanova (omefas) Capsules. 
 
We also refer to the meeting between representatives of your firm and the FDA on  
November 14, 2012.  The purpose of the meeting was to discuss your to-be-submitted NDA for 
the treatment of severe hypertriglyceridemia (> 500 mg/dL). 
 
A copy of the official minutes of the meeting is enclosed for your information.  Please notify us 
of any significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, call me at 301-796-1234. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Kati Johnson 
Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

 
 
Enclosure: 
  Meeting Minutes 
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MEMORANDUM OF MEETING MINUTES 

 
Meeting Type: B 
Meeting Category: Pre-NDA (clinical) 
Meeting Date and Time: Wednesday, November 14, 2012 
Meeting Location: FDA White Oak 
 Building 22, Conference Room 1313 
 
Application Number: IND 107616 
Product Name: Epanova (omefas) Capsules 
Indication: Treatment of severe hypertriglyceridemia (> 500 mg/dL) 
Sponsor/Applicant Name: Omthera Pharmaceuticals, Inc. 
 
Meeting Chair: Iffat Chowdhury, MD 
Meeting Recorder: Kati Johnson 
 
FDA ATTENDEES 
Division of Metabolism and Endocrinology Products 
Mary Parks, MD-Director 
Eric Colman, MD-Deputy Director 
Iffat Chowdhury, MD-Clinical Reviewer 
Karen Davis Bruno, PhD-Supervisory Pharmacologist 
Parvaneh Espandiari, PhD-Nonclinical Reviewer 
 
Division of Biometrics II (OBII) 
Todd Sahlroot, PhD-Deputy Director 
Japo Choudhury, PhD-Statistical Reviewer 
 
Office of Clinical Pharmacology (OCP), Division of Clinical Pharmacology II (DCPII) 
Immo Zadezensky, PhD-Clinical Pharmacology Team Leader 
S.W. Johnny Lau, PhD-Clinical Pharmacology Reviewer 
 
Office of Scientific Investigations, Division of Good Clinical Practice, Good Clinical Practice 
Assessment Branch 
Cynthia Kleppinger, MD-Senior Medical Officer 
 
Office of Surveillance and Epidemiology 
Margarita Tossa-Project Manager 
Division of Risk Management 
Cynthia LaCivita, PharmD-Team Leader, Risk Management Analyst 
Division of Medication Error Prevention and Analysis 
Reasol Agustin, PharmD-Labeling Reviewer 
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On April 25, 2012, the applicant requested agency concurrence on the proposal to, in lieu of 
conducting a thorough QTc study, assess ECGs recorded pre-dose and during periods of trough 
levels after dosing with dosing with Epanova for multiple days in the EVOLVE study. This 
proposal was found acceptable on October 3, 2012. 
 
The firm is proposing to submit a 505(b)(1) application for the treatment of severe 
hypertriglyceridemia, based on the EVOLVE study. 
 
Following approval, the applicant is proposing to pursue an additional indication based on the 
ESPRIT study: adjunct to statin therapy to reduce non-HDL-C, TG and increase HDL-C in 
patients with mixed dyslipidemia and coronary heart disease (CHD) or CHD equivalents.  The 
initial NDA application will include the results from ESPRIT to further support the safety and 
efficacy of Epanova, however, the supplement for that indication will not be submitted until 
there is approximately 50% enrollment in the CV outcomes trial (STRENGTH). 
 
Pending completion of STRENGTH, the applicant will pursue an indication as an adjunct to 
statin therapy and diet in high-risk patients for the prevention and reduction of major adverse 
cardiovascular events. 
 
2. DISCUSSION 
Any background information and the firm’s questions are in regular text, preliminary responses 
are in bolded text,  any meeting text is in italicized  text.  Post-meeting comments are in 
underlined text. 
 
Nonclinical 
Question #1 
Background 
The Sponsor considers the toxicology studies conducted with EPANOVA and the published 
pharmacology and ADME literature for the GRAS substances EPA and DHA provide a 
comprehensive ICH M3 compliant package of preclinical information that can be used to assess 
the pharmacology, ADME and safety of EPANOVA and thus support the filing of the NDA. 
Table 3 of the background package lists the toxicology studies performed with EPANOVA and 
key noteworthy findings from these studies. These studies demonstrated no safety concerns or 
signals and a benign safety profile similar to other fish oils. These study reports will be 
submitted and results summarized in the NDA.  Additionally the pharmacology and ADME of 
EPA and DHA will be summarized from the literature and submitted in the NDA. 
No formal safety pharmacology and ADME studies have been conducted with EPANOVA as the 
general pharmacology and details regarding metabolism and excretion of EPA and DHA in 
animals and humans are well established in the published literature. Based on the secondary 
pharmacodynamic studies in the cardiovascular system and coagulation system published in the 
literature, there was no cause for cardiovascular safety concerns for the proposed clinical 
indication of hypertriglyceridemia.  Although stand alone safety pharmacology studies have not 
been conducted with EPANOVA, a comprehensive review of the general toxicology data in mice 
(up to 4 weeks), rats (up to 26 weeks) and dogs (up to 39 weeks) as well as reproductive 
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Clinical 
Question #1 
Background 
Clinical efficacy and safety of EPANOVA will be demonstrated in the multicenter, randomized, 
placebo (olive oil) controlled trial OM-EPA-003 (EVOLVE). Supportive safety and efficacy will 
be provided by data from the OM-EPA-004 (ESPRIT) trial. Long term safety of EPANOVA will 
be supported by data from the EPIC trials.  The remaining clinical requirements for the NDA 
will be provided by the PK studies (OM-EPA-001, SPC-275-4, EPIC-3), drug interaction studies 
with warfarin (OM-EPA-006) and simvastatin (OM-EPA-007), and an evaluation of potential 
QTc prolongation in the EVOLVE study.  
 
Does the Agency agree that the proposed content of the clinical package is adequate for filing the 
NDA? 
 
FDA Response: 
Clinical 
We agree that the proposed content of the clinical package is adequate for submission of 
the NDA. 
 
Clinical Pharmacology 
If the formulation used in your pivotal Phase 3 study is different from the to-be-marketed 
formulation, a bridging study will be necessary to establish bioequivalence between these 
formulations before submission of the NDA; otherwise the proposed content appears 
reasonable for filing.  You should also include the following information in the NDA 
submission: 

 Information on the difference of omefas pharmacokinetics between severe 
hypertriglyceridemia patients and healthy volunteers since you studied healthy 
volunteers in the Phase 1 studies 

 Information on the difference of omefas pharmacokinetics between severe 
hypertriglyceridemia patients and Crohn’s disease patients since you plan on using 
Study TP0309 (EPIC-3) to support your future NDA. 

 The protein binding, enzymes, and transporters that are responsible for the 
distribution and disposition of omefas. 

 
Meeting Discussion: Prior to the meeting, the sponsor provided 2 slides (attached) to respond to 
the clinical pharmacology requests.  The sponsor will provide information on the differences of 
omefas pharmacokinetics between severe hypertriglyceridemia patients, Crohn’s Disease 
patients, high triglyceride patients and healthy volunteers within the clinical pharmacology 
summary of the future NDA.  The sponsor will also provide the general clinical pharmacokinetic 
information of omefas from the published literature in the future NDA. 
 
These proposed approaches were found acceptable by the agency.  The sponsor confirmed that 
the formulation used in the clinical studies is the same as the to-be-marketed formulation. The 
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sponsor also confirmed that they studied the to-be-marketed formulation in the food effect study 
(OM-EPA-001). 
 
Question #2 
Background 
As agreed at the end-of-phase 2 meeting in June 2010 and in the Agency letter dated May 31, 
2011, the safety of EPANOVA for the severe hypertriglyceridemia indication will be supported 
with data from phase 2 and 3 clinical trials in patients with Crohn’s disease conducted by the 
previous Sponsor.  The overall total number of subjects exposed to EPANOVA (including 
clinical pharmacology trials, hypertriglyceridemia clinical trials, and Crohn’s disease clinical 
trials) is 1312. 
The estimated exposure in subject-years for EPANOVA is 112.6 in clinical trials conducted in 
subjects with hypertriglyceridemia and 378.3 for subjects with Crohn’s disease.  There were 
approximately 193 subjects with over 1 year EPANOVA exposure in the Crohn’s disease 
studies.   
 
Does the Agency agree that the studies provide an adequate safety database of reasonable size 
and duration? 
 
FDA Response: Yes, we agree that the studies provide adequate safety database of 
reasonable size and duration. 
 
Meeting Discussion: None. 
 
Question #3 
Background 
The Sponsor plans to present the safety data from the clinical trials using the following 
integrated analysis sets - Pool A: EVOLVE and ESPRIT (olive oil (placebo) = 314, 
EPANOVA = 731), Pool B: EPIC 1/2/3 (placebo = 372, EPANOVA = 432) and EPIC-1E, 
Pool C: Long Term EPANOVA (≥1 year) Exposure (from EPIC 1/2/3 and 1E) 
(EPANOVA = 193).   
 
Does the Agency agree with the proposed integration for the ISS? 
 
FDA Response: Yes, the three proposed pools (A, B, and C) are reasonable for the ISS. In 
addition, please breakdown Pool A by each study (EVOLVE and ESPRIT) for further 
analysis.  
 
Meeting Discussion:  The sponsor confirmed that Pool A will be broken down by each study 
(EVOLVE and ESPRIT). 
 
Question #4 
It is anticipated that Section 2.7.4 Summary of Clinical Safety would be sufficiently detailed to 
serve as the narrative portion of ISS while still concise enough to meet the suggested size 
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limitations for Module 2.  As such it is proposed that the narrative portion of the ISS be located 
in Section 2.7.4 and the appendices of tables, figures, and datasets located in Section 5.3.5.3.  
 
Does the Agency agree with the proposed location of the ISS? 
 
FDA Response: Yes. 
 
Meeting Discussion: None 
 
Question #5 
The primary evidence of efficacy for EPANOVA to support the treatment of adult patients with 
severe hypertriglyceridemia (500 mg/dL) is established on the basis of the OM-EPA-003 
(EVOLVE). Therefore, the Sponsor does not plan to provide an Integrated Summary of Efficacy 
in Section 5.3.5.3 Reports of Analyses of Data from More than One Study, but will reference 
Section 5.3.5.3 to the clinical study report for EVOLVE. A second supportive controlled trial has 
been conducted evaluating EPANOVA as adjunct to statin therapy and diet in high-risk patients 
with persistent high TG levels (200 and <500 mg/dL) despite being on a statin 
(Protocol OM-EPA-004 ESPRIT). No other efficacy studies have been conducted. The results of 
these studies cannot be pooled for any subgroup analysis as the patient populations and study 
endpoints are different. The sponsor plans to present these studies individually in the clinical 
summary (Section 2.7.4) and compare the studies based on their pre-specified endpoints and the 
data elements common to both studies.  
 
Does the Agency agree with the approach and that the requirements for an ISE have been met? 
 
FDA Response: 
Clinical: Yes 
 
Statistical: Even if the studies cannot be pooled, provide a comprehensive presentation by 
charting the similarities and dissimilarities of the studies. In 5.3.5.3, you may refer to the 
Section where you present these comparisons. 
 
Meeting Discussion: None. 
 
Question #6 
The Sponsor plans to include case report forms for deaths, other serious adverse events and 
withdrawals for adverse events from the EVOLVE and ESPRIT clinical trials. Case report forms 
from the EPIC trials and other trials conducted by the previous Sponsor will not be included.  
 
Does the Agency agree with this approach? 
 
FDA Response: Please confirm you are willing to provide the CRFs from the EPIC trials if 
requested.  
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Meeting Discussion:  The sponsor confirmed their willingness to provide CRFs from the EPIC 
trials, if requested. 
 
Regulatory 
Question #1 
Omthera intends to submit a New Drug Application pursuant to Section 505(b)(1) of the Federal 
Food, Drug and Cosmetic Act in 1Q/2Q 2013. The archival copy of the NDA will be submitted 
entirely in electronic format in accordance with the Guidance for Industry: Providing Regulatory 
Submissions in Electronic Format—Human Pharmaceutical Product Applications and Related 
Submissions using the eCTD Specifications (June 2008). 
 
Does the Agency have any specific requests regarding the electronic submission or any paper 
review copies? 
 
FDA Response: Please see the attached document entitled “Pre-NDA General Advice for 
Planned Marketing Applications” for a list of requests regarding electronic submissions. In 
addition, we request that laboratory data be presented in conventional units.  
 
We request that you scan any paper review copies in a text readable format and include in 
the electronic submission.  
 
Lastly, we request that you use the attached DSI site selection tool from the Office of 
Scientific Investigations and include in the electronic submission.  
 
Meeting Discussion: None. 
 
Question #2 
Financial certification for investigators for the EPANOVA trials conducted by Omthera will be 
provided in the NDA.  The Sponsor does not plan to include financial certification or disclosure 
information for investigators for the clinical trials conducted by the previous Sponsor.  
 
Does the Agency consider this acceptable? 
 
FDA Response: According to 21 CFR part 54, applicants who submit a marketing 
application for a drug are required to include certain information concerning the 
compensation to, and financial interests and arrangements of, any clinical investigator 
conducting clinical studies covered by the regulation.  This regulation applies to clinical 
studies that the applicant relies on to establish that the product is effective, and any study 
in which a single investigator makes a significant contribution to the demonstration of 
safety. If these situations are not applicable to the trials conducted by the previous sponsor, 
then we find your proposal acceptable.  
 
Meeting Discussion: None. 
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Question #3 
Omthera had previously stated at the end-of-phase 2 meeting that the Sponsor would be 
requesting a deferral for pediatric studies. The Sponsor is now requesting a full pediatric waiver 
in severe hypertriglyceridemia as severe hypertriglyceridemia is highly uncommon in the 
pediatric population and completion of the necessary studies in the pediatric population is highly 
impracticable. The request for a full waiver from pediatric studies will be included in the NDA.  
 
Background 
Hypertriglyceridemia is widely believed to be rare in children; however epidemiologic data have 
been limited. A recent study (Christian et al) of data from National Health and Nutrition 
Examination Survey (NHANES) (ages 12–19 years) and a large managed-care claims database 
(ages 5–19 years) confirmed that severe hypertriglyceridemia (500 mg/dL) in childhood is rare. 
NHANES found only 3 children with TG 500 for a weighted percentage of 0.2%.  The 
managed-care database of nearly 3 million children found 257 children with severe 
hypertriglyceridemia among the 65,258 with fasting laboratory data.  Guidelines from the 
American Academy of Pediatrics Committee on Nutrition recommend pharmacologic therapy 
only in children 10 and above, and rarely as low as 8 in cases of familial hypertriglyceridemia. 
The small numbers of patients, particularly in young children, and children’s responsiveness to 
diet, severely limit the feasibility of conducting clinical trials in children with triglycerides 
500 mg/dL.   
 
Does the Agency agree with this approach?  
 
FDA Response: Please include your justification for the full pediatric waiver in severe 
hypertriglyceridemia with your NDA submission. 
 
Meeting Discussion: None. 
 
Question #4 
The Sponsor believes that labeling and routine reporting requirements are sufficient to mitigate 
risks and preserve benefits of the use of EPANOVA.  Therefore, the Sponsor does not plan to 
submit a Risk Evaluation and Management Strategy (REMS) with the NDA.  
 
Does the Agency agree? 
 
FDA Response: At this time, the Office of New Drugs and the Office of Surveillance and 
Epidemiology have insufficient information to determine whether a risk evaluation and 
mitigation strategy (REMS) will be necessary to ensure that the benefits of the drug 
outweigh the risks, and if it is necessary, what the required elements will be. We will 
determine the need for a REMS during the review of your application.   
 
Meting Discussion: None. 

 

Reference ID: 3233283



IND 107616 
Meeting Minutes 
PNDA (Clinical) Meeting 
Page 10 
 
Question #5 
As per the recommendations of the Agency at the end-of-phase 2 meeting in June 2010 regarding 
submission of the NDA in the 505(b)(1) category, the Sponsor has performed the following non-
clinical studies as per CFR 314.50(d)(2)(ii) for a complete nonclinical development package: 
chronic toxicology (2 species), genotoxicity (in vitro and in vivo), reproductive and 
developmental toxicology (rat and rabbit), and carcinogenicity (rat and mouse). The Sponsor 
plans to provide supportive information from literature for nonclinical pharmacology and 
pharmacokinetic data. The Sponsor considers the literature to be supportive information but not 
required for a complete nonclinical package. Based on the nonclinical studies performed with 
EPANOVA, the Sponsor plans to submit the NDA as a 505(b)(1) application.  
 
Does the Agency agree with this approach?  
 
FDA Response: Reliance on any information, required for approval, for which you either 
do not own or have right of reference to, will require submission of a 505(b)(2) application.   
 
Meeting Discussion:  The firm reiterated their position that their application will be submitted as 
a 505(b)(1) application.  Any literature that is reference they consider general medical 
knowledge as fatty acids are endogenous compounds. The data reference will relate to the 
general absorption, distribution, metabolism and excretion of long-chain fatty acids.  The 
sponsor stated that none of the referenced information will be included in any labeling. 
 
The firm’s current timeline for submission of the NDA is May 2013. 
 
Additional Clinical Pharmacology comment: 
You have not included Study OM-EPA-002 in the list of studies you plan to submit in the  
NDA.  Please confirm your plan for submitting the report for Study OM-EPA-002 in the 
application.  We also remind you of the comment in the End-of-Phase 2 meeting minutes 
concerning this 16-week dose-response (red blood cell membrane omega-3 fatty acids) 
study: You should explore the following correlations:  
1) between pharmacokinetics of omega-3 fatty acids and pharmacodynamics (red blood 
cells membrane omega-3 fatty acids) and  
2) between pharmacodynamics and lipid parameters (e.g., triglyceride and LDL-C). 
 
Meeting Discussion: The background package included a list of studies that they intend to 
include for supporting the future NDA.  The firm stated that Study OM-EPA-002 was never 
conducted; however, information from other studies [OM-EPA-006 (ECLIPSE 2), OM-EPA-003 
(EVOLVE), and OM-EPA-004 (ESPRIT)] to be included in the application will provide the 
requested information.   This approach appeared to be reasonable by the agency. 
 
3 ISSUES REQUIRING FURTHER DISCUSSION 
None 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
IND 107616 MEETING MINUTES 
 
Omthera Pharmaceuticals, Inc. 
Attention: Joan Drucker, MD 
c/o Radiant Development 
515 North State Street, Suite 2700 
Chicago, IL  60654 
 
 
Dear Dr. Drucker: 
 
Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for Epanova (omefas) Capsules. 
 
We also refer to the End-of-Phase 2 meeting between representatives of your firm and the FDA 
on June 2, 2010.  The purpose of the meeting was to discuss your proposed development plan. 
 
A copy of the official minutes of the meeting is attached for your information.  Please notify us 
of any significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, call me at 301-796-1234. 
 

Sincerely, 
 

{See appended electronic signature page} 
 

Kati Johnson 
Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

 
 
Enclosure 
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MEMORANDUM OF MEETING MINUTES 

 
Meeting Type: Type B 
Meeting Category: End-of-Phase 2 
 
Meeting Date and Time: June 2, 2010, 2 pm – 3 pm 
Meeting Location: Food and Drug Administration, White Oak Campus 
 Building 22, Conference Room 1311 
 10903 New Hampshire Avenue 
 Silver Spring, MD  20993 
 
Application Number: IND 107616 
Product Name: Epanova® (omefas) Capsules 
Indication: Hypertriglyceridemia 
Sponsor/Applicant Name: Omthera Pharmaceuticals, Inc. 
 
Meeting Chair: Eric Colman, MD 
Meeting Recorder: Kati Johnson 
 
FDA ATTENDEES: 
Division of Metabolism & Endocrinology Products 
Eric Colman, MD-Deputy Director, Lipid Team Leader 
Iffat Chowdhury, MD-Clinical Reviewer 
Karen Davis Bruno, PhD-PharmTox Supervisor 
Parvaneh Espandiari, PhD-PharmTox Reviewer 
Kati Johnson-Project Manager 
 
Office of Translational Sciences, Office of Clinical Pharmacology 
Sally Choe, PhD-Team Leader 
Sang Chung, PhD-Clinical Pharmacology Reviewer 
 
Office of Translational Sciences, Office of Biostatistics 
Todd Sahlroot, PhD-Deputy Director, Division of Biometrics II 
Japobatra Choudhury, PhD-Statistical Reviewer 
 
Office of New Drug Quality Assessment 
Su Tran, PhD-CMC Lead 
Martin Haber, PhD-Chemistry Reviewer 
 
SPONSOR ATTENDEES: 
Omthera Pharmaceuticals, Inc. 
George Horner- Chairman of the Board  
Gerald Wisler-President and CEO 
Michael Davidson, MD-Chief Medical Officer  
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Background: The basis for establishing a dose range for the indication stems from the 
anticipated superior bioavailability of Epanova over other omega-3 formulations and lack of food 
effect. The food-effect constraint with ethyl ester formulations was recently emphasized in the 
EMEA assessment of Amarin’s AMR101 for treatment of Huntington’s Disease, dated  
March 04, 2010. 
 
See page 13, section III.2 Clinical Aspects: 
“Ethyl-eicosapent acts as a pro-drug for eicosapentaenoic acid (EPA), since no ethyl ester has 
been detected [in plasma]. EPA ethyl ester is poorly absorbed as compared with the triglyceride 
form from single doses with no food or low-fat food, but the absorption is significantly increased 
when co-ingested with fat (either as high-fat meal or as olive oil) from single doses, or with a 
regular meal from multiple doses as compared with the triglyceride form. Therefore, EPA is 
incompletely absorbed from oral administration, but absorption is largely improved when co-
administered with fat. Thus it is recommended that the drug is taken with or after food.” 
 
FDA Preliminary Response: Protocol OM-EPA-003 is the only study proposed in the 
Briefing Document that would support the > 500 mg/dL hypertriglyceridemia indication. 
In order to make informed drug development decisions on trial design and regimen 
selection, the Division encourages the sponsor to use all prior knowledge, including dose-
response models, for their drug product. Furthermore, the potential approval of one or 
more dosages will depend on the efficacy and safety results from the clinical trial(s). 
 
Meeting Discussion: In response to a question, the firm stated their intent to submit the protocol 
for OM-EPA-003 for review under the Special Protocol Assessment procedure. 
 
1c. The expected triglyceride-lowering efficacy for Epanova is at least 20% for any dose, which 
we believe is a clinically important difference. Does FDA agree? If not, what is the minimum 
percent TG-lowering required for registration? 
 
Background: As shown in the following figures, Epanova at 4 g/day for 30 or more weeks 
resulted in a decrease in serum triglycerides of at least 20%, relative to baseline levels that were 
>150 mg/dL, whereas placebo showed reductions <10%, or a slight increase, in Crohn’s disease 
patients (Figure 3-1). In healthy subjects with normal TG levels, reductions from baseline of 
approximately 20-25% were seen after 6 weeks of treatment with 4 g of Epanova 
(Figure 3-2). In a recent metanalysis of 47 clinical trials in hyperlipidemic patients, the dose 
dependent reduction of triglycerides correlated with both EPA+DHA intake and the initial TG 
level.( Int J Cardiol. 2009 Jul 24;136(1):4-16. Epub 2008 Sep 6). Therefore in severe 
hypertriglyceridemic patients, the triglyceride reduction is expected to be greater than 20% (i.e. > 
100 mg/dl decrease in triglycerides). 
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A comparison of the EPIC trials (Epanova in Crohn’s disease patients) to the JELIS trial (EPA-
ethyl ester in combination with statin therapy in hypercholesterolemic patients), shows that 
Epanova, 4 g/day for at least 52 weeks, resulted in a 20% reduction in serum triglycerides 
relative to baseline, whereas the addition of Epadel/AMR101 (EPA-ethyl ester) 
to a statin regimen resulted in a 6% reduction from baseline (Figure 3-3). 
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is that the comparatively greater bioavailability of EPA+DHA free fatty acids of Epanova over 
Lovaza ethyl esters could result in an acceptable efficacy at a lower dose per 
day (perhaps 2 or 3 g per day). 

       
The current protocol (OM-EPA-003) will investigate the efficacy of Epanova required for 
regulatory approval of its indication as an adjunct to diet in severe hypertriglyceridemia. The 
study is a prospective, double-blind, randomized, parallel 4-arm design including 300 patients 
for 12 weeks of treatment and 8 clinic visits (one screening, three lead-in/baseline, and four 
treatment). Patients currently on lipid modifying prescriptions or 
supplements will undergo an initial four-week lead-in period during which they will discontinue 
use of any non-study-related lipid-lowering agents, and follow the NCEP Therapeutics Lifestyles 
Changes (TLC) diet. After the washout/diet lead-in phase, patients who meet the entry criteria 
will be randomized 1:1:1:1 to receive either placebo (olive oil, 4g/day), Epanova 2 g/day (plus 
2g/day placebo), Epanova 3g/day (plus 1g/day placebo) or 
Epanova 4g/day, and continue the TLC diet. Patients will consume their 4 capsules every day 
without regard to meal timing over a 12-week treatment period. 
 
Primary Objectives: 
The primary objectives of this study are to evaluate the efficacy and safety of Epanova in 
patients with severe hypertriglyceridemia defined as serum TG values ≥500 and <2000 mg/dL 
(≥5.65 mmol/L and <22.60 mmol/L). The primary efficacy analyses will evaluate the effects of 
each dose of Epanova, relative to placebo, on fasting serum TG levels after 12 weeks of 
treatment. The primary safety and tolerability evaluation will be the review of adverse events at 
each dose, compared to placebo. 
 
Secondary Objectives: 
• to assess the effects of each dose of Epanova on fasting levels of non-high density lipoprotein 
cholesterol (non-HDL-C), high density lipoprotein cholesterol (HDL-C), LDL-C, and 
apolipoprotein B (apo B). 
• to evaluate the effects of each dose of Epanova on other safety parameters including blood 
pressure, routine chemistry and hematology tests, urinalyses, and electrocardiograms. 
• to assess the effects of each dose of Epanova on other lipid and lipoprotein parameters 
including total cholesterol (TC), TC : HDL-C ratio, very low density lipoprotein (VLDL) 
cholesterol, apolipoprotein A-I (apo A-I), apolipoprotein C-III (apo C–III), and remnant 
lipoprotein cholesterol (RLP-C). 

       
Tertiary Objectives: 
• to measure the effects of each dose of Epanova on serum EPA, DHA, and arachidonic acid 
(AA). 
• to evaluate the effect of each dose of Epanova on lipid subfractions. 
• to evaluate the effect of each dose of Epanova on lipoprotein-associated phospholipase A2 (Lp-
PLA2) and high sensitivity C-reactive protein (hs-CRP). 
 
Overall Study Design and Sample Size: 
This is a prospective, double-blind, randomized, parallel 4-arm study with 300 patients for 12 
weeks of treatment (see Figure 4-4: Flow Diagram) and 8 clinic visits (one screening, two diet 
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lead-in, one randomization and four treatment; see Table 6.1: Schedule of Procedures). Patients 
will undergo an initial four-week lead-in period, stopping use of prohibited medications, and 
following the NCEP TLC diet. After the diet lead-in phase, patients who meet the entry criteria 
will be randomized 1:1:1:1 to receive either placebo (olive oil) 4 g/day, Epanova 2 g/day plus 
placebo 2 g/day, Epanova 3 g/day plus placebo 1 g/day, or Epanova 4 g/day every day for 12 
weeks. Patients will consume the dose of 4 capsules daily, without regard to meals, for 12 weeks. 
At scheduled visits, the daily dose will not be taken until after fasting blood draws are collected. 
Any patient who terminates the study early will undergo 
procedures scheduled for the Week 12 visit. The study duration for each patient (including 
screening and diet lead-in) will be approximately 16 weeks. 
 
A patient sample size of N=75 per arm is expected to provide at least 90% power to detect a 
decrease of 20% or more in TG levels compared to placebo, assuming a common standard 
deviation (SD) in percent changes of 35% and a two-sided alpha = 0.05 adjusted for multiple 
dose testing versus placebo. A total study population of 300 patients will be enrolled. The sample 
size does not account for attrition or noncompliance of patients. 
 
Dosing with Epanova, 2 to 4 g per day, is based on the assumption that 4 g per day is the 
maximum therapeutic dose and is in agreement with the FDA ruling that EPA and DHA 
aggregate amounts are regarded as safe (GRAS status) at a maximum EPA + DHA total of 3 g 
per day. 

       
Question 4: The sample size of 300 patients (225 exposed to Epanova, 75 to placebo) is 
expected to provide at least 90% power to detect a decrease of 20% or more in TG levels for any 
dose compared to placebo. Is this sample size estimate sufficient to show efficacy for the 
indication: “as an adjunct to diet to reduce triglyceride (TG) levels in adult patients with very 
high (≥500 mg/dL) TG levels”? 
 
FDA Preliminary Response: Justify why your sample size does not account for attrition. 
 
Meeting Discussion:  According to the firm, attrition was factored into the sample size. 
 
4a. Is the sample size of 225 patients exposed to Epanova sufficient for safety, when combined 
with exposure data from OM-EPA-004 and previous studies in patients with Crohn’s disease? 
 
FDA Preliminary Response: See response to 1a. 
 
Meeting Discussion: see Meeting Discussion for Question 1a. 
 
4b. Is the study duration of 12 weeks sufficient? 
 
FDA Preliminary Response: Most likely, but we defer a final response until after we have 
had a chance to see what safety assessments were made during the EPIC studies. 
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Following the Division's response of February 2, 2010, Omthera has reviewed the available 
guidance, in particular that provided in ICH Q7A, and compared its requirements to those in 
FDA's dietary supplement GMPs. Details of this comparison are provided in Appendix 
B,Attachment 3. We also reviewed the requirements of FDA's Seafood HACCP regulation (21 
CFR 123). As a consequence of these reviews and the additional information provided, Omthera 
believes that the dietary supplement GMPs, taken together with the HACCP rules, 
provide sufficient and substantially the same level of control that ICH Q7A provides for 
manufacturing APIs for clinical supplies and for the early steps in a commercial API process. 
 
The comparison of the dietary supplement GMPs and ICH Q7A show some differences. In some 
respects, particularly regarding the requirements for specifications and the level of detail set forth 
in some Subparts, the rules applicable to supplement manufacture appear more rigorous. In other 
respects, particularly with regard to process validation, the drug rules 
appear more rigorous. 
 
The text of the dietary supplement GMPs requires manufacturers to demonstrate they can 
consistently meet specifications. While this language is similar to the definition of validation, 
there is no mention of the words "valid" or "validation" other than with reference to analytical 
methods. The critical steps in a manufacturing process that require validation are generally later 
in an API process than the steps performed by ONC. The Introduction of ICH Q7A, among other 
things, states, “the stringency of GMP in API manufacturing should increase as the process 
proceeds”. The dietary supplement regulation does not require internal audits. While ICH Q7A 
includes an internal audit element, there is no such requirement in the cGMP regulations for 
finished pharmaceuticals. Despite there being no specific requirement for internal audits, 
beginning in April 2004 ONC arranged for third party audits against the ICH Q7A guideline. 
 
Other requirements of the regulations applicable to dietary supplements, which on first reading 
appear less rigorous than ICH Q7A elements, include those for change control and product 
quality review. Regarding change control, it should be noted that the preamble to the regulation 
states that all written procedures must be approved or rejected by Quality Control.  FDA has 
historically pointed to preambles as a source of policy guidance. The cGMP 
regulations for finished pharmaceuticals (21 CFR Part 211), which were a progenitor of ICH 
Q7A, likewise appear less rigorous than ICH Q7A regarding change control; however, guidance 
documents such as those for manufacturing APIs and reporting changes in CMC data have 
stressed the importance of change control in a manner similar to that in the dietary supplement 
GMP preamble. Regarding product quality review, we believe the Seafood HACCP requirement 
for performing an annual reassessment of a HACCP plan serves the same purpose. 
 
FDA has taken the position that dietary supplements containing fish oil must comply with both 
the Seafood HACCP and Dietary Supplement GMP regulations. As a manufacturer of dietary 
supplements and a supplier of fish oil and fish oil products to the dietary supplement industry, 
ONC has been required to conduct a Hazard Analysis and establish Critical Control Points for 
such products for many years. According to FDA guidance, "at a minimum a HACCP plan must 
be reassessed annually to determine whether the hazard analysis is still appropriate and whether 
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the minor fatty acid components will contribute to the total activity of the drug substance and 
consequently, in the absence of data to indicate otherwise, they are considered an integral part of 
the drug substance." 
 
Omthera agrees with the agency’s position that omefas should be considered the drug substance, 
and not the individual components. 
 
FDA's regulations define new chemical entity as a "drug that contains no active moiety that has 
been approved by FDA in any other application submitted under section 505(b) of the act" and 
active moiety means the molecule or ion, excluding those appended portions of the molecule that 
cause the drug to be an ester, salt (including a salt with hydrogen or coordination bonds), or other 
noncovalent derivative (such as a complex, chelate, or clathrate) of the molecule, responsible for 
the physiological or pharmacological action of the 
drug substance." (21 C.F.R. § 314.108(a)  
 
Consistent with these definitions, Omthera believes that omefas is a NCE because: 
• Omefas is a complex mixture. The additional free fatty acid components (not just EPA and 
DHA) contained in omefas are an integral part of the drug substance as previously 
communicated by FDA. This specific composition has not previously been approved by FDA 
and is controlled by the manufacturing process to meet specifications for composition. 
• In addition, the composition of the mixture including the percentages of EPA and DHA in the 
mixture is distinct from Lovaza or AMR 101. It is well established that EPA and DHA have 
distinct physiological and pharmacological properties and thus a significant difference in ratio 
will likely translate into different pharmacological properties.   

     
• Omefas is a composition consisting of free fatty acids and thus has covalent modification when 
compared to the previously approved drug, Lovaza, which is in the form of ethyl esters, 
principally EPA and DHA. Figure 6-4 and Figure 6-5 show the comparison of the omega-3 
chemical structures for EPA and DHA and illustrate the differences. 
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Accordingly, Omthera is of the opinion that omefas should properly be recognized as a NCE, 
and eligible for new drug product exclusivity. 
 
FDA Preliminary Response:  Exclusivity is determined following NDA approval. 
 
Meeting Discussion: see Question 7 discussion. 
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3.0 ISSUES REQUIRING FURTHER DISCUSSION 
-The firm will provide the safety assessments monitored during the EPIC trials (in Crohn’s 
Disease patients) to allow the agency to determine whether the overall safety exposure (for a 
future NDA) is sufficient. 
-Whether omefas is a New Chemical Entity entitling the sponsor to 5 years of marketing 
exclusivity following approval. 
 
4.0 ACTION ITEMS 
 

Action Item/Description Owner Due Date 
List of specific safety 
assessments that were 
monitored during EPIC 
trials in Crohn’s disease 
patients 

Firm This information was 
included in the firm’s  
June 25, 2010 submission 
containing their version of 
the meeting minutes and are 
attached. 

Document containing 
position on omefas being 
designated as NCE 

Division Not specified 

 
 
5.0 ATTACHMENTS AND HANDOUTS 

-Safety Assessments from EPIC studies conducted in Crohn’s disease patients. 



        
       

    

       
 

1.11.2 Safety Information Amendment 

At the End-of-Phase 2 meeting on June 2, 2010, FDA requested a list of the safety 
assessments performed in the previous clinical trials of Epanova for the indication of 
maintenance of remission in Crohn’s disease.  The following table comprises all of the 
safety assessments, sorted by protocol. 
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EPIC & SPC (Epanova) Safety Evaluations  
 

 
 

Assessments 

SPC-275 
Healthy  
N=48*  6 weeks 

Epic-1 
Crohn’s 
N=187*  52 weeks 

Epic-2 
Crohn’s 
N=189*  58 weeks 

Epic-3 
Crohn’s 
N=25*  52 weeks 

Epic-1E 
Crohn’s 
N=82*  36 months 

Adverse events  all visits (Day 1, 
Day 43) 

all visits (Wks 4, 8, 
12, 16, 21, 26, 30, 
35, 40, 44, 48, 52; 
post study wks 56, 
64) 

all clinic visits 
(Wks 2, 8,16, 30, 
44, 58, post study 
wks 62, 70)) 

all visits (Wks 
16,30,52; post study 
wk 64) 

all visits (Mo 6, 12, 
18, 24, 30, 36; post 
study wk 39) 

Physical examinations                             Brief  
 

Comprehensive 

 
 
Wks 0, 6 

Wks -1, 4,16, 30, 44 
 
Wks 0, 52 

Wks 2, 8, 16, 30, 44 
 
Wks 0, 58 

Wks -1, 16, 30 
 
Wks 0, 52 

Months 6, 12, 18, 
24, 30, 36 

Vital signs                                  (bp, hr, temp) 
 

 (bp, hr, temp, wt) 

Wks 0, 6  
 
Wks -1, 0, 4,16, 30, 
44, 52 

 
 
Wks -8, 0, 2, 8, 16, 
30, 44, 58 

 
 
Wks -1, 0, 16, 30, 
52 

 

Hematology 
Leucocytes Screening, EOT Wks -1, 30, 52 Wks -8, 0, 8, 16, 30, 

44, 58 
Wks -1, 16, 30, 52 
64 

 

Erythrocytes “     
Hemoglobin “ Wks -1, 30, 52 Wks -8, 0, 8, 16, 30, 

44, 58 
Wks -1, 16, 30, 52 
64 

 

Hematocrit “ Wks -1, 30, 52 Wks -8, 0, 8, 16, 30, 
44, 58 

Wks -1, 16, 30, 52 
64 

 

Platelets “ Wks -1, 30, 52 Wks -8, 0, , 8, 16, 
30, 44, 58 

Wks -1, 16, 30, 52 
64 

 

WBC Differential “ Wks -1, 30, 52 Wks -8, 0, 8, 16, 30, 
44, 58 

Wks -1, 30, 52  

Serum Chemistry  
Total Protein Screening, EOT     

GOT “ Wks -1, 30, 52 Wks -8, 0, 8, 16, 30, 
44, 58 

Wks -1, 30, 52  

GPT “ Wks -1, 30, 52 Wks -8, 0, 8, 16, 30, 
44, 58 

Wks -1, 30, 52   

Uric acid “     
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Assessments 

SPC-275 
Healthy  
N=48*  6 weeks 

Epic-1 
Crohn’s 
N=187*  52 weeks 

Epic-2 
Crohn’s 
N=189*  58 weeks 

Epic-3 
Crohn’s 
N=25*  52 weeks 

Epic-1E 
Crohn’s 
N=82*  36 months 

BUN “     
Creatinine “ Wks -1, 30, 52 Wks -8, 0, 8, 16, 30, 

44, 58 
Wks -1, 30, 52  

CK “     
Alkaline phosphatase “ Wks -1, 30, 52 Wks -8, 0, 8, 16, 30, 

44, 58 
Wks -1, 30, 52  

Serum Glucose “ Wks -1, 30, 52  Wks -1, 30, 52  
Potassium “     

Sodium “     
Total bilirubin “     

Cholesterol “ Wks -1, 30, 52 Wks 0, 30, 58   
Triglycerides “ Wks -1, 30, 52 Wks 0, 30, 58   

HDL  Wks -1, 30, 52 Wks 0, 30, 58   
LDL  Wks -1, 30, 52 Wks 0, 30, 58   

VLDL  Wks -1, 30, 52 Wks 0, 30, 58   
Urinalysis   Wks -1, 30, 52  Wks 0, 30, 58 Wks -1, 30, 52 

 
 

Leucocytes Screening, EOT Wks -1, 30, 52 Wks -1, 30, 58 Wks -1, 30, 52  
Nitrite/Nitrate “ Wks -1, 30, 52 Wks -1, 30, 58 Wks -1, 30, 52   

pH “ Wks -1, 30, 52 Wks -1, 30, 58 Wks -1, 30, 52  
Protein “ Wks -1, 30, 52 Wks -1, 30, 58 Wks -1, 30, 52  

Glucose “ Wks -1, 30, 52 Wks -1, 30, 58  Wks -1, 30, 52  
Ketone “ Wks -1, 30, 52 Wks -1, 30, 58 Wks -1, 30, 52  

Urobilinogen “ Wks -1, 30, 52 Wks -1, 30, 58   
Bilirubin “ Wks -1, 30, 52 Wks -1, 30, 58   

Blood “ Wks -1, 30, 52 Wks -1, 30, 58 Wks -1, 30, 52  
Hemoglobin “     

Specific Gravity  Wks -1, 30, 52 Wks -1, 30, 58   
Laboratory evaluations  
(see Note) 

    Months 0, 12, 24, 
36 

*N= only subjects treated with Epanova  
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Note  
Laboratory Evaluations: EPIC-1E – “Safety Laboratory” tests were required annually.  No central laboratory was used, so only 

potentially clinically relevant laboratory abnormalities were reported. 
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Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
IND-107616 ORIG-1 OMTHERA

PHARMACEUTICA
LS INC

EPANOVA SOFT GELATIN
CAPSULES, Omega-3 free fatty
acids

IND-107616 GI-1 OMTHERA
PHARMACEUTICA
LS INC

EPANOVA SOFT GELATIN
CAPSULES, Omega-3 free fatty
acids
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