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Minter, Beth 

From: Johnson, Kati [Kati.Johnson@fda.hhs.gov]
Sent: Wednesday, August 07, 2013 1:32 PM

To: Minter, Beth
Cc: Chowdhury, Iffat; Johnson, Kati

Subject: NDA 204977, AKR-963, request for info re: drug administration

Page 1 of 1

8/8/2013

Beth, 
Please respond to the following request for information; 
  
1.  Please clarify the timing of daily treatment administration with respect to meals in your Phase 3 trial. 
Did subjects take the treatments at a consistent time relative to the time of breakfast (e.g. consistently 
with breakfast, prior to breakfast, or after breakfast)?  If treatments were to be taken either before or 
after breakfast, how much time was there between the meal and treatment administration? 
2. Specify the composition of diet recommended for the patients during the trial (for breakfast, lunch, 
and dinner)? 
  
I have cc’d the clinical reviewer on this e-mail. 
If you have a question re: this request, please respond “to all”. 
We can chat next week, if necessary. 
Please provide a timeline for responding when you can. 
Thanks, 
Kati 
  
  
Kati Johnson 
Senior Regulatory Project Manager 
Food and Drug Administration 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301-796-1234 
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FDA Response to Applicant Response:  
You are requested to submit in tabulated and graphical form the individual, mean, and 
standard deviation data from the pivotal clinical batches and primary (registration) 
stability batches.  This is accomplished by recording the time taken for each capsule shell to 
rupture (Refer to USP <2040>).  It is not acceptable to record the maximum time for
capsules to rupture.  Also, FDA sets tolerances based on the long-term stability data and 
not the accelerated conditions.   Therefore, your proposal to revise the tolerances based on 
release and stability data need to take that into consideration. Based on the data provided 
at release and long-term stability, all the capsules tested rupture in NMT  minutes.  
 
If you have any questions, call Kati Johnson, Regulatory Project Manager, at (301) 796-1234. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Danae Christodoulou, Ph.D. 
Acting Branch Chief, Branch VII, Division III 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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 GENERAL ADVICE 
 
 
Beckloff Associates, Inc. 
US Agent for Trygg Pharma, Inc. 
Attention: Beth Minter 
Director, Managing Consultant, Scientific Consulting 
Commerce Plaza II, Suite 300 
7400 West 110th Street 
Overland Park, KS 66210 
 
 
Dear Ms. Minter: 
 
Please refer to your New Drug Application (NDA) submitted January 31, 2013 under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for AKR-963 Capsules. 
 
In your application, it appears that you propose the established name  
capsules” for this product. 
 
A United States Pharmacopeia (USP) drug product monograph for Omega-3-Acid Ethyl Esters 
Capsules became official on May 1, 2013 in the USP 36 - NF 31.  Please explain how your 
proposed Omega-3-Acid Ethyl Esters product complies with this new monograph, and with the 
drug substance monograph for Omega-3-Acid Ethyl Esters, the standards for which are 
incorporated by reference in the drug product monograph.   
 
Also, your counsel  contacted FDA to indicate that citizen petition FDA docket  
no. 2013-P-0148 was filed on your behalf.  If you would like to address FDA's request for 
information regarding compliance with the new monograph standards in that public docket, you 
may supplement your petition to do so.  If you intend to supplement your petition, please notify 
the Agency.  
 
If you have any questions, call Kati Johnson, Regulatory Project Manager, at (301) 796-1234. 
 
     Sincerely, 
 
     {See appended electronic signature page} 
 
     Eric P. Duffy, Ph.D. 
     Director 
     Division of New Drug Quality Assessment III 
     Office of New Drug Quality Assessment 
     Center for Drug Evaluation and Research  

Reference ID: 3326720

(b) (4)

(b) (4)



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

ERIC P DUFFY
06/18/2013

Reference ID: 3326720



  
 
DEPARTMENT OF HEALTH AND HUMAN 
SERVICES  
 

 
 
 
 

 Food and Drug 
Administration Silver 
Spring  MD  20993 

 
 
NDA 204977 

PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE 

 
 

Trygg Pharma, Inc. 
c/o Beckloff Associates, Inc. 
Commerce Plaza II, Suite 300 
7400 West 110th Street 
Overland Park, KS  66210 
 
Attention:  Beth Minter 
  Director, Managing Consultant   
  U.S. Agent for Trygg Pharma, Inc. 
 
Dear Ms. Minter: 
 
Please refer to your New Drug Application (NDA) dated and received January 31, 2013, 
submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for  
Omega-3-acid ethyl esters Capsules, 0.9 grams. 
 
We also refer to your March 8, 2013, correspondence, received March 11, 2013, requesting 
review of your proposed proprietary name, Omtryg.  We have completed our review of the 
proposed proprietary name, Omtryg, and have concluded that it is acceptable. However, we note 
that your proposed name incorporates part of the company name Trygg Pharma. Although 
acceptable for this product, the continued use of ‘tryg’ in future proposed proprietary names may 
create similar names. Thus, we recommend you refrain from incorporating the company name in 
future proposed proprietary name submissions for other products. 
 
The proposed proprietary name, Omtryg, will be re-reviewed 90 days prior to the approval of the 
NDA.  If we find the name unacceptable following the re-review, we will notify you. 
 
If any of the proposed product characteristics as stated in your March 11, 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 Margarita Tossa, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-4053.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager 
Kati Johnson, at (301) 796-1234. 
 
 

     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 

Reference ID: 3319415
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Beckloff Associates, Inc. 
US Agent for Trygg Pharma, Inc. 
Attention: Beth Minter 
Director, Managing Consultant, Scientific Consulting 
Commerce Plaza II, Suite 300 
7400 West 110th Street 
Overland Park, KS 66210 
 
 
Dear Ms. Minter: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for AKR-963 Capsules. 
 
We wish to bring your attention to concerns that have arisen during the preliminary efficacy 
review of TRGG-963-002, titled A Randomized, Double-Blind, Placebo-Controlled, Parallel-
Group Phase III Study to Assess Efficacy and Safety of AKR-963 Therapy in Subjects with 
Severe Hypertriglyceridemia. 
 
First, when considering whether to accept a single study to support an efficacy claim, we 
typically expect a statistically persuasive, robust result. In study TRGG-963-002, the pairwise 
comparison of AKR-963 vs. placebo yielded a median % difference in TG of -12.2%  
(95% CI, -23.9% to -0.4%), with p=0.041 using the Wilcoxon test. This met the prespecified 
criterion of p<0.05. However, we have performed multiple sensitivity analyses and each has 
resulted in a less convincing finding: (1) a log-transformed analysis yielded p=0.046; (2) the 
Kruskal-Wallis test yielded p=0.049; and (3) a completers analysis yielded p=0.051. 
 
Second, if one accepts the AKR-963 vs. placebo comparison as demonstrating superiority, the 
interpretation of the non-inferiority comparison raises additional concerns. Specifically, 
establishing non-inferiority of a test drug to an active control by means of a pre-specified non-
inferiority margin relies on the "constancy assumption," i.e., that the effect of the active control 
in the non-inferiority trial is similar to the historical effect of the active control established 
through placebo-controlled data. The non-inferiority margin is calculated using this historical 
data and is typically constructed as a conservative estimate of previous differences between the 
active control (Lovaza, in this case) and placebo. In TRGG-963-002, the inclusion of a placebo 
group allows an assessment of the constancy assumption because the effect of Lovaza is directly 
evaluated. In this case, the absolute value of the median difference between Lovaza and placebo 
was 14%, which is smaller - not larger than - the margin. In fact, the 95% CI of the median % 
difference in TG between Lovaza and placebo does not even overlap with the historical 95% CI 
of this comparison that was used to calculate the margin. Additionally, if one were to use this 
trial's data (Lovaza vs. placebo) to calculate a non-inferiority margin for a future trial, we note 
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that 50% of the absolute value of the upper bound of the 95% CI would be extremely close to 
zero (i.e., 0.55%). Taken together, these data suggest that the margin of 15% should not be used 
to evaluate non-inferiority in this trial.  
 
We would like to offer you the opportunity to opine on why the treatment effects of AKR-963 
and Lovaza were far less than expected when compared with placebo in this trial. 
 
If you have any questions, call Kati Johnson, Regulatory Project Manager, at (301) 796-1234. 
 
     Sincerely, 
 
     {See appended electronic signature page} 
 
     Eric Colman, MD 
     Deputy Director 
     Division of Metabolism and Endocrinology Products 
     Office of Drug Evaluation II 
     Center for Drug Evaluation and Research 
 

Reference ID: 3312026
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NDA 204977  

NDA ACKNOWLEDGMENT 
 
Beckloff Associates, Inc. 
US Agent for Trygg Pharma, Inc. 
Attention:  Beth Minter 
Director, Managing Consultant, Scientific Consulting 
Commerce Plaza II, Suite 300 
7400 West 110th Street 
Overland Park, KS  66210 
 
 
Dear Ms. Minter: 
 
We have received your New Drug Application (NDA) submitted pursuant to section 505(b)(2) of 
the Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: TBD (AKR-963, omega-3-acid ethyl esters) Capsules 
 
Date of Application: January 31, 2013 
 
Date of Receipt: January 31, 2013 
 
Our Reference Number:  NDA 204977 
 
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 April 1, 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).   
 
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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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 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 

Reference ID: 3257157
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