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EXCLUSIVITY SUMMARY  

 
NDA # 203697          SUPPL #          HFD # 560      

Trade Name         
 
Generic Name   aspirin       
     
Applicant Name   PLx Pharma            
 
Approval Date, If Known   January 14, 2013            
 
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  
*Efficacy Literature 

 
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.     

 
      

 
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:              
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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      
 

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? 
    
            
 
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. 

 
                           YES * NO   
*Relied on literature that supported Final Monograph, which includes instruction on safety of 
professional labeling.  Sponsor relied on additional safety and efficacy literature as well. 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s). 
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NDA# 21317 

(Discontinued)      
      

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 
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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 * 
 *The sponsor submitted a clinical pharmacology (bioequivalence) study (see response to 
              Part III #1). 

 
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?  

   
   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: 
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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  

   
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"): 
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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? 

 
 
 
 
 
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:   
 

      
 
 
================================================================= 
                                                       
Name of person completing form:  Janice Adams-King, RN, BSN, MS                          
Title:  Sr RPM      
Date:  2/4/13      
 
                                                       
Name of Office/Division Director signing form:  Joel Schiffenbauer, M.D.      
Title:  Deputy Director, Division of Nonprescription Clinical Evaluation       
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12 
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From: Jason Moore [mailto:Jason.Moore@plxpharma.com]  
Sent: Thursday, January 03, 2013 2:02 PM 
To: Adams-King, Janice 
Subject: RE: NDA 203697 Labeling Changes Requested 

Hi Janice,  
 
Happy New Year! I am acknowledging your email, and will make the requested changes; I 
anticipate that we will be able to meet the required timeline.  
 
To confirm, you consider the established name to be “ ” (or 
simply “Aspirin”)? We have considered the nonproprietary established name to be “  

 based on our NDA communications, which would not be 
marketed, as reflected in our last labeling submission. We prefer the latter; is that 
unacceptable? Can you offer some explanation/clarification, please?  
 
Thanks! 
Jason  
 
Jason E. Moore, MS, MBA, RAC 
Vice President 
PLx Pharma Inc.  
8285 El Rio Street, Suite 130 
Houston, TX  77054 
713-842-1249 x207;  
Fax: 713-842-3052 
jason.moore@plxpharma.com   
www.plxpharma.com   

 
 
From: Adams-King, Janice [mailto:Janice.Adams-King@fda.hhs.gov]  
Sent: Thursday, January 03, 2013 12:40 PM 
To: Jason Moore 
Subject: NDA 203697 Labeling Changes Requested 
Importance: High 
 
Hi Jason, Please see our labeling comments below and provide the updated labeling no 
later than Monday, January 7.  Should you be unable to meet this deadline, please let 
me know the earliest date you can have the updated labeling to us.  Thank you, Janice 
  

Principal Display Panel (PDP) on all SKUs  
  

 Trade name 
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(b) (4)

(b) (4)

(b) (6)





 Reye’s syndrome warning 

In the Reye’s syndrome warning, the words “because these” in the phrase “…because 
these symptoms could be an early sign of Reye’s syndrome…” run together and should 
be separated by a space. (See 21 CFR 201.314(h)(1).) 
  
  
  
CAPT Janice Adams-King, RN, BSN, MS (USPHS) 
Regulatory Health Project Manager 
Division of Nonprescription Clinical Evaluation 
Office of Drug Evaluation IV, CDER/FDA 
10903 New Hampshire Avenue, Bldg. 22, Room 5408 
Silver Spring, MD  20993 
Phone:  301-796-3713  Fax:  301-796-9899 
Janice.Adams-King@fda.hhs.gov 
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From: Jason Moore [mailto:Jason.Moore@plxpharma.com]  
Sent: Friday, November 02, 2012 6:44 PM 
To: Adams-King, Janice 
Subject: RE: Information Request: NDA 203697/Aspirin 

Hi Janice,  
 
As requested, please find attached the Case Report Form for PL‐ASA‐001 Subject 123.  
 
Also, you asked for clarification on whether there is any documented record stating subjects 123 
and 126 were mis‐dosed in the study. We did previously investigate this with the site at the time 
the outlier values were noted at the conclusion of the PL‐ASA‐001 study, as these values 
suggested the potential for mis‐dosing. We determined at that time, and during a subsequent 

review, that there was no evidence of mis‐dosing in the clinical documentation.   
 
We will plan to also submit this response to the NDA via the CDR, unless you advise otherwise. 
Of course, please let me know if you have any additional questions.  
 
Warm regards,  
Jason  
 
Jason E. Moore, MS, MBA, RAC 
Vice President 
PLx Pharma Inc.  
8285 El Rio Street, Suite 130 
Houston, TX  77054 
713-842-1249 x207  
Fax: 713-842-3052 
jason.moore@plxpharma.com   
www.plxpharma.com   

 
 
From: Adams-King, Janice [mailto:Janice.Adams-King@fda.hhs.gov]  
Sent: Thursday, November 01, 2012 2:18 PM 
To: Jason Moore 
Subject: Information Request: NDA 203697/Aspirin 
Importance: High 
 
Good Afternoon Jason, Please see the information request below and respond via e-
mail by COB Monday, November 6, 2012 and provide an official response to the 
application.  Thank you, Janice 
  
In your recent response dated 10/10/2012 you indicated that subjects126 (325 mg) and 123 (650 
mg) are outliers and need to be excluded from the analysis. We notice that you have submitted 
case-report form for subject 126 along with subject 115 in your response dated 07/13/2012. 
Provide case-report-form for subject 123. Also clarify if there is any documented record stating 
subjects 123 and 126 were mis-dosed in the study. 

Reference ID: 3284967

(b) (6)



  
CAPT Janice Adams-King, RN, BSN, MS (USPHS) 
Regulatory Health Project Manager 
Division of Nonprescription Clinical Evaluation 
Office of Drug Evaluation IV, CDER/FDA 
10903 New Hampshire Avenue, Bldg. 22, Room 5408 
Silver Spring, MD  20993 
Phone:  301-796-3713  Fax:  301-796-9899 
Janice.Adams-King@fda.hhs.gov 
  
  

Reference ID: 3284967



 
From: Jason Moore [mailto:Jason.Moore@plxpharma.com]  
Sent: Thursday, October 25, 2012 11:24 AM 
To: Adams-King, Janice 
Subject: RE: Assay methods for NDA 203697 (ASA/PC) 

Hi Janice,  
 
I wanted to send this response along to you; sorry it’s taken several days longer than I had 
hoped. We are preparing a revised clinical study report for PL‐ASA‐001, to reflect the recent 
clinical pharmacology data update (addressing the statistical programming errors), so the 
information below will be incorporated into that CSR revision. Do you need me to prepare an 
information amendment to the NDA with this correspondence (given the planned CSR revision)? 
Happy to do that if that is what is needed. We can discuss when we speak later today.   
 

FDA Request 22 Oct 2012  
 
“It is not clear to us what data are presented under section 14.2.6 and in the analysis 
dataset plateagg.xpt. Are these % platelet aggregation or as you have labeled it 
arachidonic acid levels? Also, please provide details of the method used to generate these 
data”. 
 
PLx Pharma Response 
 
Upon review of the Tables in Section 14.2.6, we recognize the inconsistency and 
confusing nature of Table 14.2.6.1, in light of the other tables in Section 14.2.6 and the 
SAS data files sent to the Agency.  We have investigated and determined that the 
variables were incorrectly labeled. We have relabeled the variables in Section 14.2.6 to 
accurately identify that this data represents percent platelet aggregation induced either by 
arachidonic acid or collagen.  The following table provides a summary of the revisions 
and links to the dataset "plateagg.xpt" variables for ease of review associated with Table 
14.2.6.1. 
 
Variable Names in Table 14.2.6.1 (CSR 001, p. 458-459  [650mg dose] and 460-461 
[325 mg dose] of 612).  

Initial Variable Name/ Units 
Dataset = plateagg / 

variable name Corrected Variable Name/Units 
Data Listings Table/ for the 

reference variables 
BASELINE ARACHIDONIC ACID 
(mg/mL) 

BL_AA Baseline Arachidonic Acid-induced Platelet 
Aggregation (%) 

 

ARACHIDONIC ACID (mg/mL) 6 
HOURS POST 

HR6_AA Arachidonic Acid-induced Platelet Aggregation 
at 6 hours Post Treatment (%) 

 

ARACHIDONIC ACID (mg/mL) 24 
HOURS POST 

HR24_AA Arachidonic Acid-induced Platelet Aggregation 
at 24 hours Post Treatment (%) 

 

% INHIBITION IN 
ARACHIDONIC ACID 6 HOURS 
POST 

INH6_AA % Inhibition of Arachidonic Acid-induced 
Platelet Aggregation at 6 hours Post Treatment  

Table 14.2.6.2.1 [325 mg dose] 
Table 14.2.6.2.2 [650 mg dose] 
 

% INHIBITION IN 
ARACHIDONIC ACID 24  HOURS 
POST 

INH24_AA % Inhibition of Arachidonic Acid-induced 
Platelet Aggregation at 24 hours Post Treatment 

Table 14.2.6.2.3 [325 mg dose] 
Table 14.2.6.2.4 [650 mg dose] 
 

BASELINE COLLAGEN (/mL) BL_CO Baseline Collagen-induced Platelet Aggregation 
(%) 

 

COLLAGEN (/mL) 6 HOURS 
POST 

HR6_CO Collagen-induced Platelet Aggregation at 6 hours 
Post Treatment (%) 
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COLLAGEN (/mL) 24 HOURS 
POST 

HR24_CO Collagen-induced Platelet Aggregation at 
24 hours Post Treatment (%) 

 

% INHIBITION IN COLLAGEN‐6 
HOURS POST 

INH6_CO % Inhibition of Collagen-induced Platelet 
Aggregation at 6 hours Post Treatment 

Table 14.2.6.2.5 [325 mg dose] 
Table 14.2.6.2.6 [650 mg dose] 
 

% INHIBITION IN COLLAGEN‐24 
HOURS POST 

INH24_CO % Inhibition of Collagen-induced Platelet 
Aggregation at 24 hours Post Treatment 

Table 14.2.6.2.7 [325 mg dose] 
Table 14.2.6.2.8 [650 mg dose] 
 

 

The revised Tables 14.2.6.1 to 14.2.6.4.2 (13 tables in total) are included in Attachment 1 
with the correct variable names. 
 
Secondly, the Agency requested the details of the method used to generate these data, 
which was submitted in the original NDA Serial 0000, Module 4, Section 4.2.1.2, Report 
PL2200-PHA-007 entitled "Effects of Modified Aspirin on Agonist-Induced Platelet 
Aggregation."  A copy of this report is attached for convenience of the reviewer.  Briefly, 
this method utilized platelet rich plasma obtained from study subjects at baseline and at 
6-hour and 24-hour post treatment and measured percent platelet aggregation induced by 
arachidonic acid or type I fibrillar collagen.  Measurement was performed by an optical 
platelet aggregometer.  Analysis of the platelet aggregation was performed as the percent 
inhibition of platelet aggregation following treatment compared to baseline.  Further 
details of the method as well as the results and interpretation are presented in the Report 
PL2200-PHA-007. 
 
Warm regards,  
Jason  
 
Jason E. Moore, MS, MBA, RAC 
Vice President 
PLx Pharma Inc.  
8285 El Rio Street, Suite 130 
Houston, TX  77054 
713-842-1249 x207;  
Fax: 713-842-3052 
jason.moore@plxpharma.com   
www.plxpharma.com   

 
 
From: Adams-King, Janice [mailto:Janice.Adams-King@fda.hhs.gov]  
Sent: Friday, October 19, 2012 1:54 PM 
To: Jason Moore 
Subject: Assay methods for NDA 203697 (ASA/PC) 
 
Hi James, Can you please respond to the following information request as soon as possible.  
Also, can you please call me regarding your pending clinpharm submission, dated October 9, and 
the IND 74290 protocol.  Thank you, Janice  
  
Information Request: 
  
“It is not clear to us what data are presented under section 14.2.6 and in the analysis 
dataset plateagg.xpt. Are these % platelet aggregation or as you have labeled it 
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arachidonic acid levels? Also, please provide details of the method used to generate 
these data”. 
  
  
CAPT Janice Adams-King, RN, BSN, MS (USPHS) 
Regulatory Health Project Manager 
Division of Nonprescription Clinical Evaluation 
Office of Drug Evaluation IV, CDER/FDA 
10903 New Hampshire Avenue, Bldg. 22, Room 5408 
Silver Spring, MD  20993 
Phone:  301-796-3713  Fax:  301-796-9899 
Janice.Adams-King@fda.hhs.gov 
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From: Peacock, Celia [mailto:Celia.Peacock@fda.hhs.gov]  
Sent: Wednesday, July 25, 2012 9:56 AM 
To: Jason Moore 
Cc: Adams-King, Janice; Peacock, Celia 
Subject: NDA 203697 IR July 25, 2012 
 
Good Morning Jason.  Below, please find an information request for 
NDA 203697.  Send this information by COB Aug 3, 2012. 
  
I am covering for Janice Adams-King until August 3, 2012, so please 
call me if you have any questions. 
  

1.  For the PK studies (PL-ASA-001 and PL-ASA-003) submit in separate 
SAS transport files (.xpt ) with information including,  

        the concentrations (including pre-dose concentration) of each analyte 
with information of treatment, dose, subject number, nominal time, 
actual time, sequence, period, etc. The dataset should allow the 
Agency to conduct non-compartmental analysis using WinNonlin 
directly without any transformation of the dataset. 

        the non-compartmental analysis PK parameters of each analyte for 
each subject with information of treatment, dose, subject number, 
sequence, period, etc. The dataset should allow the Agency to 
conduct bioequivalence (BE) analysis using WinNonlin and SAS 
directly without any transformation of the dataset. 

  
2.  Submit complete annotated font specifications for the Drug Facts 
label for each outer container. You should refer to 21 CFR 201.66(d) 
format requirements to see what we need. Another reference would 
be Guidance for Industry - Labeling OTC Human Drug Products 
(Small Entity Compliance Guide).  
For example, according to 201.66(d)(2), the Drug Facts title type size 
should be larger than the largest type size used in Drug Facts 
labeling. Subheadings, such as "Do not use" should be greater than 
or equal to 6 pt. It is difficult to determine whether these specifications 
are being met based on the submission.  
We need the specifications for each format requirement listed in 
201.66 for your labels [Drug Facts title, Drug Facts (continued) title, 
other headings, subheadings, text, bullets, leading, barlines, 
hairlines]. 
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NDA/BLA # 
Page 4 
 

Version:  1/27/12 
  

 
• [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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Appendix to Action Package Checklist 
 
An NDA or NDA supplemental application is likely to be a 505(b)(2) application if: 

(1) It relies on published literature to meet any of the approval requirements, and the applicant does not have a written 
right of reference to the underlying data.   If published literature is cited in the NDA but is not necessary for 
approval, the inclusion of such literature will not, in itself, make the application a 505(b)(2) application. 

(2) Or it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug product and the 
applicant does not own or have right to reference the data supporting that approval. 

(3) Or it relies on what is "generally known" or "scientifically accepted" about a class of products to support the 
safety or effectiveness of the particular drug for which the applicant is seeking approval.  (Note, however, that this 
does not mean any reference to general information or knowledge (e.g., about disease etiology, support for 
particular endpoints, methods of analysis) causes the application to be a 505(b)(2) application.) 

  
Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug 
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR 
330.11); new dosage forms; new indications; and, new salts.  
 
An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2). 
   
An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the 
approval of the change proposed in the supplement.  For example, if the supplemental application is for a new indication, 
the supplement is a 505(b)(1) if: 

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns or has right of 
reference to the data/studies). 

(2) And no additional information beyond what is included in the supplement or was embodied in the finding of 
safety and effectiveness for the original application or previously approved supplements is needed to support the 
change.  For example, this would likely be the case with respect to safety considerations if the dose(s) was/were 
the same as (or lower than) the original application. 

(3) And all other “criteria” are met (e.g., the applicant owns or has right of reference to the data relied upon for 
approval of the supplement, the application does not rely for approval on published literature based on data to 
which the applicant does not have a right of reference). 

 
An efficacy supplement is a 505(b)(2) supplement if: 

(1) Approval of the change proposed in the supplemental application would require data beyond that needed to 
support our previous finding of safety and efficacy in the approval of the original application (or earlier 
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own.   For example, if the change were for a new indication AND a higher 
dose, we would likely require clinical efficacy data and preclinical safety data to approve the higher dose.  If the 
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new aspect of a previously 
cited listed drug, to support the safety of the new dose, the supplement would be a 505(b)(2).  

(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the 
applicant does not own or have a right to reference.  If published literature is cited in the supplement but is not 
necessary for approval, the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement. 

(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference.  
 
If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s 
ADRA. 
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 PUBLIC HEALTH SERVICE 
 FOOD AND DRUG ADMINISTRATION 
 CENTER FOR DRUG EVALUATION AND RESEARCH 
 
MEETING DATE:   December 20, 2012 
TIME:    12:30 PM 
LOCATION:   WO Bldg 22, Rm 4201 
 
APPLICATION:   NDA 203697 
 
DRUG NAME:  (Aspirin) Capsules, 325 mg 
 
TYPE OF MEETING:  Proprietary Name  
     
APPLICANT:   PLX Pharma Inc. 
 
MEETING CHAIR:  Todd Bridges, DMEPA Team Leader 
 
MEETING RECORDER: Ermias Zerislassie, OSE Project Manager 
 
FDA ATTENDEES:   Alice Tu, PharmD, DMEPA Safety Evaluator 

Todd Bridges, DMEPA Team Leader  
Ermias Zerislassie, OSE Project Manager 
 

APPLICANT ATTENDEES:  
 
 PLx Pharma:  

- Jason E. Moore, MS, MBA, RAC, Vice President 
- Ron Zimmerman, President & CEO 
- Gary Mossman, COO 
- Upendra Marathi, PhD, Senior Vice President 
- Joy Coraza, MS, Regulatory & Quality Manager 
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DMEPA responded that we didn’t specifically perform a FAERS search for this name 
review.  However, we are not aware of any name confusion medication errors between 
aspirin product marketed under the OTC Monograph because if we did identify error, 
then we’d contact the respective manufacturer.  Additionally, we reviewed this proposed 
name like we do with any other proposed proprietary name for an application product, 
and so we would deny the proposed name because we don’t want to introduce a name 
that presents medication error risk to the market place. 
 
The Applicant acknowledged our safety concern, and asked for clarification on 
administrative processes of pursuing another name. 
 
DMEPA clarified that the Applicant does not have to withdraw  if they don’t 
want to, and can certainly wait for our denial letter.  However, in the meantime they 
won’t be able to submit another proprietary name for review.   
 
FDA explained the following to the Applicant:   

1) An action can be taken on the application under the established name.   
2) If they decide to withdraw the  name and submit another name prior to 

the application action date, the proprietary name submitted prior to the action date 
would continue to be reviewed under the then existing OSE PDUFA clock.   

3) If the product were to be approved under the established name, then the Applicant 
would need to submit a prior approval labeling supplement following the 
proprietary name approval to place the new name onto the container label and 
carton labeling.   

 
DMEPA asked if the Applicant will wait until they have an acceptable proprietary name 
or if they will market under the established name if their product is approved.  The 
Applicant stated they will wait for an acceptable proprietary name before marketing. 
 
In conclusion, the Applicant stated that they plan to withdraw the submission for 

, and will submit a new proprietary name review request either before or after 
the application action date. 
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1

Peacock, Celia

To: jason.moore@plxpharma.com
Subject:  NDA 203697  IR July 25, 2012

Good Morning Jason.  Below, please find an information request for NDA 203697.  
Send this information by COB Aug 3, 2012.

I am covering for Janice Adams-King until August 3, 2012, so please call me if you 
have any questions.

1.  For the PK studies (PL-ASA-001 and PL-ASA-003) submit in separate SAS 
transport files (.xpt ) with information including, 

 the concentrations (including pre-dose concentration) of each analyte with 
information of treatment, dose, subject number, nominal time, actual time, 
sequence, period, etc. The dataset should allow the Agency to conduct non-
compartmental analysis using WinNonlin directly without any transformation of 
the dataset.

 the non-compartmental analysis PK parameters of each analyte for each 
subject with information of treatment, dose, subject number, sequence, period, 
etc. The dataset should allow the Agency to conduct bioequivalence (BE) 
analysis using WinNonlin and SAS directly without any transformation of the 
dataset.

2.  Submit complete annotated font specifications for the Drug Facts label for each 
outer container. You should refer to 21 CFR 201.66(d) format requirements to see 
what we need. Another reference would be Guidance for Industry - Labeling OTC 
Human Drug Products (Small Entity Compliance Guide). 

For example, according to 201.66(d)(2), the Drug Facts title type size should be larger 
than the largest type size used in Drug Facts labeling. Subheadings, such as "Do not 
use" should be greater than or equal to 6 pt. It is difficult to determine whether these 
specifications are being met based on the submission. 

We need the specifications for each format requirement listed in 201.66 for your labels 
[Drug Facts title, Drug Facts (continued) title, other headings, subheadings, text, 
bullets, leading, barlines, hairlines].
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

 
IND 074290 MEETING MINUTES 
 
 
PLx Pharma Inc. 
Attention: Jason E. Moore, MS, MBA, RAC 

     Vice President 
8285 El Rio, Suite 130 
Houston, TX 77054 
 
 
Dear Mr. Moore: 
 
Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for PL 2200 (aspirin) capsules, 325 mg. 
 
We also refer to the pre-NDA meeting between representatives of your firm and the FDA on 
December 16, 2011. The purpose of the meeting was to discuss the content of a future NDA 
submission.  
 
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 LT James Lee, Regulatory Project Manager at (301) 796-5283. 
 

 
Sincerely, 
 
{See appended electronic signature page} 

 
      Joel Schiffenbauer, M.D. 
      Deputy Director 

Division of Nonprescription Clinical Evaluation 
Office of Drug Evaluation IV 
Center for Drug Evaluation and Research 

 
 
 
Enclosure:  Meeting Minutes 
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FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

MEMORANDUM OF MEETING MINUTES 
 

 
Meeting Type: Type B 
 
Meeting Category: Pre-NDA 
 
Meeting Date and Time:  December 16, 2011 
 
Meeting Location: FDA/White Oak 
 10903 New Hampshire Avenue 
 Building 22, Room 1415 
 Silver Spring, MD 20903 
 
Application Number: IND 74290 
 
Product Name: PL 2200 (aspirin) capsules, 325 mg 
 
Indication: Pain Reliever, fever reducer 
 
Sponsor/Applicant Name: PLx Pharma, Inc. 
 
Meeting Chair: Joel Schiffenbauer, M.D. 
 
Meeting Recorder: LT James Lee, Pharm.D. 
 
 
FDA ATTENDEES 
Division of Nonprescription Clinical Evaluation: 
Joel Schiffenbauer, M.D., Deputy Director 
Daiva Shetty, M.D., Medical Team Leader 
Priscilla Callahan-Lyon, M.D., Medical Officer 
Cindy Li, Ph.D., Pharmacologist/ Toxicologist 
James Lee, PharmD., Regulatory Project Manager 
 
Office of Drug Evaluation IV 
Shaw Chen, M.D., Deputy Director 
Jinhui Dou, Ph.D., Pharmacologist 
 
Division of Nonprescription Regulation Development 
Elaine Abraham, Pharm.D., Interdisciplinary Scientist 
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IND 074290 Office of Drug Evaluation IV 
Meeting Minutes Division of Nonprescription Clinical Evaluation 
Type B 
 
PL2200 Proposed Label Question 
Question 4: 
The PL2200 proposed label for product marketing as a nonprescription product for 
temporary relief of minor aches and pains due to headaches, muscular aches, arthritis, 
toothache, backache, the common cold, and menstrual cramps, and for temporary 
reduction in fever is provided in Appendix 1. The proposed label conforms, in general, with 
the Drug Facts style as per the Agency’s requirements for marketed aspirin tablets. Does 
the Division agree that the proposed label would be the required label for PL2200? 
 
FDA Preliminary Response:  
We agree that the proposed draft labeling appears to conform, in general, with the Drug Facts 
requirements; however, it is premature to agree that the proposed label would be the required 
label for PL2200. Final labeling will be part of the NDA review and will be based on the data 
provided. 
 
We remind you to submit annotated specifications of your Drug Facts label for each stock 
keeping unit that you propose to market under your NDA. 
 
 
Clinical Questions 
Question 5.  
Approach to ISE. Because PLx has not conducted any new studies on the efficacy of aspirin 
as an analgesic or antipyretic, as the PL2200 NDA will be submitted pursuant to §505(b) 
(2) of the Federal Food, Drug and Cosmetic Act and consistent with the uses outlined in the 
Internal Analgesic, Antipyretic, and Antirheumatic Drug Products for Over-the-Counter 
Human Use Tentative Final Monograph (IAAA TFM), PLx proposes the following 
approach for the Integrated Summary of Efficacy in the NDA. PLx will conduct a search of 
the worldwide literature for reports of adequate and well-controlled studies of the efficacy 
of aspirin. The search will focus on those clinical uses identified in the IAAA TFM (i.e., 
temporary relief of minor aches and pains due to headaches, muscular aches, arthritis, 
toothache, backache, the common cold, and menstrual cramps, and for temporary 
reduction in fever). To the extent possible, PLx will provide an analysis of the aspirin 
efficacy literature, with a specific focus on dose response, consistency of findings across 
studies, time to demonstrable effect and duration of response. A tabulation of relevant 
efficacy data will also be provided. Does the Agency agree with this approach? 
 
FDA Preliminary Response:  
This is acceptable. You should provide all reference articles, translated into English as 
necessary. 
 
 
Question 6:  
Approach to ISS. The safety of PL2200 has been evaluated in two pharmacokinetic studies 
(PL-ASA-001, PL-ASA-003) and one gastrointestinal safety and tolerability study (PL-
ASA-002). For the Integrated Summary of Safety, PLx plans to provide an analysis of 
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IND 074290 Office of Drug Evaluation IV 
Meeting Minutes Division of Nonprescription Clinical Evaluation 
Type B 
 
overall extent of exposure, exposure by dose, and a comparison of demographic and other 
characteristics of the study populations. Because of the significant differences in study 
design between the studies, as well as the minimal adverse events in two of the three studies 
(]AE in PL-ASA-001 and 0 AEs in PL-ASA-003), the detailed analysis of adverse events 
(e.g., system/organ class, severity of symptoms), will be limited to PL-ASA-002. 
Additionally, PLx proposes to conduct a search of the FDA Adverse Event Reporting 
System (AERS) data for current safety reports with suspect mentions of single ingredient 
aspirin products (i.e., products containing acetylsalicylic acid only). The search will be 
limited to reports with an initial FDA receive date from January 1, 2001 to December 31, 
2010 to provide adverse events from a safety update period approximately since the time 
that the NDA for the most recent aspirin product (Extra Strength Bayer® Plus Aspirin) 
was submitted to the Agency. Query results will be further limited to reports where the 
suspect aspirin product was believed to have been an oral formulation. Finally, a summary 
of information on the safety of aspirin from the published literature will be provided. Does 
the Agency concur with this approach? 
 
FDA Preliminary Response:  
This is acceptable. You should provide all reference articles, translated into English as 
necessary. 
 
 
Question 7:  
PLx believes that the clinical pharmacology of aspirin is well established and is fully 
described in 21 CFR 343.80, consistent with nonprescription indications. Therefore, PLx 
does not intend to provide additional clinical pharmacology information other than the 
bioavailability results of studies PL-ASA -001 and PL-ASA-003. Does the Division agree 
that no additional clinical pharmacology information will be required? 
 
FDA Preliminary Response:  

 You conducted a single dose fasted bioequivalence study comparing your product with 
Genuine Bayer® Aspirin tablets at both 325 mg dose (1 x 325 mg) and 650 mg dose (2 x 
325 mg). You also conducted a food effect study for your product at 650 mg dose (2 x 325 
mg). These studies will be adequate to support the NDA filing of your product from a 
clinical pharmacology perspective. Whether the study results will be sufficient to support 
approval of your NDA will be a review issue. 

 
 The final to-be-marketed product should be used in the clinical pharmacology studies. If 

not, you need to provide adequate bridging information or justification as to why the 
study results can be used to support your final to-be-marketed product. 

 
 In the BE study PL-ASA-001, your product met the BE criteria with the reference 

product, Genuine Bayer® Aspirin tablets at the 650 mg dose. However, it did not meet 
the BE criteria at the 325 mg dose. As advised during the EOP2 meeting, you should 
provide adequate rationale for the lack of bioequivalence at the 325 mg dose when the 
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IND 074290 Office of Drug Evaluation IV 
Meeting Minutes Division of Nonprescription Clinical Evaluation 
Type B 
 

same product showed bioequivalence at the 650 mg dose. You will also need to provide a 
rationale for why this difference is not of clinical concern. 

 
 You did not mention the type of meal used in the synopsis of your food effect study, PL-

ASA-003. Usually we recommended a high-calorie, high-fat meal during a food-effect 
study. A preliminary review of the synopsis submitted on Dec 6, 2011 indicates that there 
is 22% lower Cmax and 11% lower AUC for your product with food in comparison to the 
fasted state.  Although the geometric mean ratio for AUC between fasted and fed 
conditions met the BE criteria of 80 to 125% range, it fell out of the range for Cmax. 
Therefore, you need to provide adequate justification in your NDA submission to 
demonstrate that the observed food effect with your product will not have clinical 
significance.  

 
Discussion: 
PLx stated their understanding of the FDA’s preliminary response and will address all concerns 
in the NDA submission.  Regarding the FDA’s concerns with a food-effect, PLx plans to submit 
data showing any food effect is not clinically significant.  FDA asked PLx to provide data in the 
NDA submission to show that the observed food effect with PL2200 is not different from the 
currently approved aspirin immediate release products (e.g. the reference product that PLx is 
relying on).  
 
FDA requested clarification regarding the tested product and the final to-be-marketed product.  
PLx responded that the planned marketing product will have the addition of printing on the 
surface of the tablet; all other components are identical. FDA reminded PLx that a biowaiver 
request must be submitted if PLx believes that the differences between the tested product and the 
final to-be-marketed product are minimal and no bridging studies are necessary.  PLx stated their 
understanding. 
 
 
Clinical Data Submission Questions 
Question 8.  
PLx proposes that all data collected during each of the studies to be included in the NDA 
submission will be submitted as Version 5 SAS transport files. For each study: Annotated 
case report forms will be provided to show how data that were collected directly from the 
case report forms were mapped to each dataset. Datasets imported from laboratory 
(including PK) vendors will also be provided, along with any dataset specifications that 
were provided by the external vendor. Analysis datasets created for the purposes of PK or 
efficacy analyses will also be included, and a dataset specification will be provided for each 
analysis dataset. The dataset specification will detail how each variable was created. The 
analysis dataset for PL-ASA-002 will also be included. Is this plan acceptable? 
 
FDA Preliminary Response:  
Yes, the plan is acceptable. 
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Meeting Minutes Division of Nonprescription Clinical Evaluation 
Type B 
 
Question 9.  
As described above, the three completed clinical trials of PL2200 were all performed in 
healthy volunteers, without efficacy endpoints, utilizing pharmacokinetic and 
pharmacodynamic endpoints, and no SAEs, discontinuations due to adverse events, or 
deaths, and only minimal adverse events, were observed in these studies. Accordingly, use 
of individual patient case report tabulations would have limited value for the reviewers in 
this clinical program. Therefore, PLx does not plan to submit clinical data (case report) 
tabulations (CRTs) for all subjects enrolled in trials PL-ASA-001, PL-ASA- 002, and PL-
ASA-003. Is this plan acceptable? 
 
FDA Preliminary Response:  
Yes, the plan is acceptable. 
 
 
Question 10.  
In the PL2200 clinical program, which consists of 3 clinical trials, there were no Serious 
Adverse Events (SAEs), discontinuations due to adverse events, or deaths that occurred. 
Consequently, submission of completed subject Case Report Forms is not planned. Is this 
plan acceptable? 
 
FDA Preliminary Response:  
Yes, the plan is acceptable. 
 
 
Nonclinical Pharmacology/Toxicology Question 
Question 11.  
PLx believes that the safety and efficacy of aspirin in humans is well established, as will be 
summarized in Module 2 of the PL2200 CTD new drug application. Nonetheless, PLx 
proposes to provide a review of the literature with respect to the nonclinical safety of 
aspirin. PLx anticipates identifying studies in the literature that will allow a review of the 
toxicology of aspirin, and will provide a review and synthesis of this information, together 
with the articles referenced therein and used to reach nonclinical safety conclusions. Is this 
plan acceptable? 
 
FDA Preliminary Response:  
Yes, your plan to address the nonclinical safety of aspirin appears acceptable.  
 
NDA Administrative/Procedural Questions 
Question 12.  
PLx will submit its New Drug Application as an electronic Common Technical Document 
(eCTD) via the Electronic Submissions Gateway. The eCTD will be prepared by  

   will publish the eCTD in 
accordance with relevant guidance for the publishing and validation of an eCTD 
submission for FDA review. has received prior and recent approval of eCTD 
submissions following a standardized process to be used or the upcoming PL2200 
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Pediatric Review Committee (PeRC) review all pediatric assessments, pediatric plans, and 
waiver or deferral requests prior to the Division taking an approval action. 

 
We encourage you to submit a pediatric assessment with your NDA (a pediatric assessment is 
data sufficient to support dosing, safety, and efficacy in the relevant pediatric populations). 
However, if the pediatric assessment is not complete at the time of NDA submission, you must 
provide a pediatric development plan with a request for a waiver and/or deferral of studies in the 
appropriate pediatric populations, justification for waiving and/or deferring the assessments, 
and evidence that the deferred pediatric studies are being conducted or will be conducted with 
due diligence.  In addition, provide a timeline for completion of deferred studies.  At a minimum, 
you should provide the date the protocol will be submitted, the date the studies will be 
completed, and the date the studies will be submitted.  We refer you to the industry guidance 
titled “How to Comply with the Pediatric Research Equity 
Act”(http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/DevelopmentResource
s/UCM077855.pdf). 
 
Under PREA, you may be required to conduct PK, safety and possibly efficacy studies for your 
proposed indication in pediatric patients < 17 years old pending FDA’s decision on the need for 
data in this population. Please note that pediatric participants in clinical studies must be 
symptomatic or at risk for the condition(s) treated by the product to be consistent with 21 CFR 
50 subpart D and the related ethical framework for research in children. 
 
It appears that you intend to submit a 505(b)(2) application for your proposed product.  We 
recommend that sponsors considering the submission of an application through the 505(b)(2) 
pathway consult the Agency’s regulations at 21 CFR 314.54, and the October 1999 Draft 
Guidance for Industry “Applications Covered by Section 505(b)(2)” available at 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/u
cm079345.pdf.  In addition, FDA has explained the background and applicability of section 
505(b)(2) in its October 14, 2003, response to a number of citizen petitions challenging the 
Agency’s interpretation of this statutory provision (see Dockets 2001P-0323, 2002P-0447, and 
2003P-0408 (available at 
http://inside.fda.gov:9003/downloads/CDER/OfficeofNewDrugs/ImmediateOffice/ucm027521.pd
f).   
 
If you intend to submit a 505(b)(2) application that relies for approval on FDA’s finding of 
safety and/or effectiveness for one or more listed drugs or as articulated in an OTC Drug 
Monograph, you must establish that such reliance is scientifically appropriate, and must submit 
data necessary to support any aspects of the proposed drug product that represent modifications 
to the listed drug(s).  You should establish a “bridge” between your proposed drug product and 
each listed drug upon which you propose to rely to demonstrate that such reliance is 
scientifically justified.  If you intend to rely on literature or other studies for which you have no 
right of reference but that are necessary for approval, you also must establish that reliance on 
the studies described in the literature is scientifically appropriate.   

 

Page 12 of 13  

Reference ID: 3070007



IND 074290 Office of Drug Evaluation IV 
Meeting Minutes Division of Nonprescription Clinical Evaluation 
Type B 
 

Page 13 of 13  

You should be clear in your original submission when citing reliance on a listed drug and/or 
literature.  Your submission should indicate the source, what the cited reliance is being used to 
support, and the scientific justification.   
 
We encourage you to submit your requests for FDA review of your proposed proprietary name 
during the IND phase of your drug development program.  The content requirements for such a 
submission can be found in the draft Guidance for Industry, entitled, Contents of a Complete 
Submission for the Evaluation of Proprietary Names 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/
UCM075068.pdf). Please note that such a request can be made as early as at the end of phase 2 
of the IND review process. 
 
 
3.0 SUMMARY OF KEY DISCUSSION POINTS AND ACTION ITEMS 
 

1. PLx will submit primary data package for PC and  to assess change in drug 
product over time; FDA repeated the request that, in addition to PC and  assessed 
by phosphorous NMR, the levels of the various components and their degradants in 

 as measured by an HPLC profile of this excipient in the drug product, 
should be monitored in the stability program under  long term and accelerated storage 
conditions. PLx will need to show that the product functions appropriately with these 
stability characteristics. 

2. PLx will provide a report of the dissolution method including paddle speeds along 
with justification in the NDA submission. 

3. PLx understands that  paddle speeds may be acceptable to the Agency 
provided that IVIVC and AUC data is also acceptable. 

4. PLx will provide particle size distribution of aspirin in the NDA submission. 
5. PLx will submit bioequivalence differences in the fed and fasted state to show that 

food effect is not clinically significant. PLx will need to provide a rationale for why  
BE criteria were not met for the 325 mg dose and provide a rationale for why this 
difference is not of clinical concern. 

6. PLx will submit information regarding differences between the study drug and the 
final to-be-marketed drug product. 

7. PLx will submit IVIVC data prior to submission of the NDA. 
 
4.0 ATTACHMENTS AND HANDOUTS 

There are no attachments or handouts for this meeting.   
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MEMORANDUM OF MEETING MINUTES 

 
Meeting Type: Type B 
 
Meeting Category: IND 
 
Meeting Date and Time:  June 17, 2011, 8:30 AM to 9:30 AM EST 
 
Meeting Location: FDA/White Oak 
 10903 New Hampshire Avenue 
 Building 22, Room 1419 
 Silver Spring, MD 20903 
 
Application Number: IND 074290 
 
Product Name: PL 2200 (aspirin) capsule, 325 mg 
 
Indication: Pain Reliever/ Fever Reducer  
 
Sponsor/Applicant Name: PLx Pharma Inc. 
 
Meeting Chair: Andrea Leonard-Segal, M.D., M.S. 
 
Meeting Recorder: LT James Lee, Pharm.D. 
 
 
FDA ATTENDEES 
Division of Nonprescription Clinical Evaluation (DNCE) 
Andrea Leonard-Segal, MD, MS, Division Director 
Joel Schiffenbauer, MD, Deputy Director 
Daiva Shetty, MD, Medical Team Leader 
Priscilla Callahan-Lyon, MD, Clinical Reviewer 
Cindy Li, PhD, Pharmacology/ Toxicology Reviewer 
Melissa Furness, Chief, Project Management Staff 
James Lee, PharmD. Regulatory Project Manager 
 
Office of New Drug Quality Assessment (ONDQA) 
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each listed drug upon which you propose to rely to demonstrate that such reliance is 
scientifically justified.  If you intend to rely on literature or other studies for which you have no 
right of reference but that are necessary for approval, you also must establish that reliance on 
the studies described in the literature is scientifically appropriate.   

 
You should be clear in your original submission when citing reliance on a listed drug and/or 
literature.  Your submission should indicate the source, what the cited reliance is being used to 
support, and the scientific justification.   
 
We strongly encourage you to send your submissions electronically. We recommend eCTD 
submissions using CDISC standards for study data and MedDRA coding for adverse events. 
General guidance and contact information is available at 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements 
/ElectronicSubmissions/default.htm 
 
For applications submitted after February 2, 1999, applicants are required either to certify to 
the absence of certain financial interests of clinical investigators or disclose those financial 
interests. For additional information, please refer to 21CFR 54 and 21CFR 314.50(k). 
 
We encourage you to submit your requests for FDA review of your proposed proprietary name 
during the IND phase of your drug development program.  The content requirements for such a 
submission can be found in the draft Guidance for Industry, entitled, Contents of a Complete 
Submission for the Evaluation of Proprietary Names 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/
UCM075068.pdf). Please note that such a request can be made as early as at the end of phase 2 
of the IND review process. 
 
Depending on your development program, we encourage you to request and attend, at a 
minimum, a pre-NDA meeting prior to submitting a new drug application to discuss the content 
and format of your application. 
 
Additional Discussion: 
 
PLx stated they plan to submit a 505(b)(2) NDA in the eCTD format. In addition, PLx will be 
requesting a pre-NDA meeting with FDA in early Q1 2012 for guidance.  FDA recommended 
that PLx submit a meeting request as soon as possible with their preferred meeting dates to better 
coincide with planned NDA submission timelines.   
 
 
3.0 SUMMARY OF KEY DISCUSSION POINTS AND ACTION ITEMS 

  
1) FDA acknowledged that the proposed combination of literature studies and a 28-day 

GLP oral toxicity study would be considered sufficient nonclinical safety data in 
support of   for the planned NDA submission, but that the adequacy of 
the data would be a review issue.   
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to provide 12 months of real-time stability data and 6-months of accelerated stability 
data for 3 batches as part of their NDA.  PLx asked if it would be acceptable to 
provide 24 months of long term and 6 months of accelerated stability data for one 
batch manufactured at pilot scale using the to-be-marketed container closure system, 
while stability data for two additional batches will be provided in commercial scale. 
FDA responded that the proposal is acceptable.  FDA recommended that PLx submit 
details of the stability protocol for FDA review and comments prior to the NDA 
filing. 
 
 

Additional CMC Comments: 
Table 10 contains a proposed testing schedule for the PL 2200 Drug product.  The 
6-month time point under accelerated conditions should fall under testing regimen 
“A”, which includes testing for Microbial Limits. 
 
 
3.0 ISSUES REQUIRING FURTHER DISCUSSION 

There are no issues requiring further discussion. 
 
 
4.0   SUMMARY OF KEY DISCUSSION POINTS: 
 

1. PLx will provide a comprehensive toxicity profile (including animal and human 
data) for

 
2. FDA agreed that information contained within the  DMF or 

equivalent information within the NDA would be sufficient regarding the control 
information, and origins of the raw materials used to manufacture the 

 
 

3. PLx will provide a justification for choosing  versus as the limit for 
the free salicylic acid capsule dosage form and a discussion of any safety related 
issues.   

 
4. PLx will submit 12 months of real-time data in addition to 6-months accelerated 

stability data for 3 batches as part of the NDA. 
 
 
5.0 ATTACHMENTS AND HANDOUTS 

There were no attachments or handouts for this meeting 

(b) (4)

(b) (4)

(b) (4) (b) (4)
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inVentiv Clinical Solutions, LLC 
Attention:  Jaye Thompson, Ph.D. 
       Senior Vice President, Clinical Operations  
       Authorized Representative for PLx Pharma Inc. 
2202 Timberloch Place, Suite 230         
The Woodlands, Texas 77380 
 
 
Dear Dr. Thompson: 
 
Please refer to your Investigational New Drug Application (IND) file for PL 2200 (325 mg 
aspirin) capsule. 
 
We also refer to the meeting between representatives of your firm and the FDA on November 2, 
2009.  The purpose of the meeting was to discuss your clinical development plan to support a 
505(b)(2) NDA submission for your proposed aspirin formulation. 
 
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 Neel Patel, Regulatory Project Manager at (301) 796-0970. 
 

                  
     Sincerely, 

                                                                 
     {See appended electronic signature page} 

 
                             Andrea Leonard-Segal, M.D. 
                             Director 

     Division of Nonprescription Clinical Evaluation 
                                         Office of Nonprescription Products 

                                                                 Center for Drug Evaluation and Research 
 
 
Enclosure- Meeting Minutes 
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1.0 BACKGROUND 
 
PLx Pharma Inc. (PLx) submitted a request to the FDA for an End of Phase II (EOP II) meeting 
on July 08, 2009 to discuss the development plan to support a 505(b)(2) NDA for PL 2200, a 
new  oil-based aspirin capsule.  A pre-IND meeting was held on September 7, 2007 to 
discuss the PLx proposal to develop a 325 mg aspirin/  phosphatidylcholine (Aspirin-PC) 
combination drug product.  PLx believes the phosphatidylcholine (PC) component in the product 

  The 
discussion at this meeting focused on the quantity and purpose of phosphatidylcholine in the 
product.  
 
Subsequently, PLx conducted a bioequivalence study comparing PL 2200 to Bayer aspirin.  The 
October 2, 2009 package for this EOP II meeting states that PLx is  

  PL 2200 would be marketed with the 
standard OTC pain reliever and fever reducer indications as outlined in the tentative final 
monograph and PLx considers the role of PC in this product to be as an excipient.   
  
2.0 MEETING OBJECTIVES: 
 
The objectives of this meeting were to discuss and obtain agreement from the FDA on the 
following: 

• PL 2200 consists of one active pharmaceutical ingredient 
• The proposed clinical development program for the analgesic/antipyretic labeling for 

over-the-counter (OTC) aspirin 
• The proposed plan for progression to a 505(b)(2) NDA filing 

 
3.0 DISCUSSION: 
 
Preliminary responses to the questions enclosed in the October 2, 2009 Meeting Package were 
sent to PLx via mail on October 30, 2009. These questions and preliminary FDA responses are 
listed below in italics. 
 
Following introductions, the meeting agenda consisted of further discussion based on the 
preliminary responses from the FDA.  For questions where no additional discussion is indicated, 
neither PLx nor FDA raised any additional issues pertaining to these questions at the meeting.   
 
Questions: 

1. Does FDA agree that the PC-containing oil serves as an excipient in the PL 2200 
formulation for the proposed OTC labeled analgesic and anti-pyretic indications of 
aspirin? 
 
FDA Preliminary Response: 
You will need to provide an acceptable justification for the function of phosphatidylcholine 
as an excipient in this product.  You will also need to show evidence that there is no effect of 

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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phosphatidylcholine on the pharmacokinetics or pharmacodynamics of aspirin. The 
adequacy of the data will be a review issue.   
Addition Discussion on Question 1 
PLx asked FDA if the justification provided on page 8 of the briefing package for the use of 
PC as an excipient is acceptable.  It is stated on page 8 that PC-containing oil  

 in PL2200.  PLx thought that the only requirement for an inactive 
ingredient was that it did not exhibit any activity or interfere with the activity of the active 
ingredient.   
FDA responded that each inactive ingredient included in the formulation of a drug product 
should have a function.  A scientifically justifiable function for PC as an excipient in PL2200 
is expected in the NDA submission.  FDA explained that the function of an excipient is 
usually based on its physical and/or chemical properties.  PLx should further elaborate on the 
proposed function of PC using the physical and chemical properties of PC.  
PLx asked FDA’s suggestion on additional pharmacodynamic endpoints besides the effects 
on platelet function.  FDA responded that a response will be provided in the post-meeting 
addendum. 
 

2. Will a fasted bioequivalence pharmacokinetic study and the proposed food-effect 
pharmacokinetic study (PL-ASA-003), in addition to cross-references to the Agency’s 
previous finding of safety and effectiveness of immediate-release aspirin, serve as 
sufficient clinical basis for a 505(b)(2) NDA for the intended analgesic/antipyretic labeling 
(same as for OTC aspirin products)? 

 
FDA Preliminary Response: 
The proposed food effect study appears adequate. The pharmacokinetic study (PL-ASA-001) 
demonstrated bioequivalence at the 650 mg dose but not the 325 mg dose.  You will need to 
provide a rationale for why this difference is not of clinical concern. 

     Addition Discussion on Question 2 
PLx asked FDA if they had a clinical safety concern for the lower dose since it did not show 
bioequivalence with respect to Cmax.  PLx also asked if additional pharmacokinetic data 
would be needed since bioequivalence was shown at the higher 650 mg dose.   

FDA responded that PLx should provide a rationale for the increased exposure at the 325 mg 
dose in the study and why the difference is not of clinical concern.  FDA added that if PLx 
believes there is no safety or efficacy issue, then the NDA submission should provide support 
for this in detail.  

FDA advised PLx to provide a rationale for the lack of bioequivalence at the 325 mg dose 
when the same product showed bioequivalence at the 650 mg dose. It was pointed out that 
Subject 106 appears to be an outlier and may have contributed to observed lack of 
bioequivalence. FDA asked PLx to further investigate data for this subject to see if there is an 
explanation for the relatively high exposure seen with this subject for the Aspirin-PC 
treatment.    

(b) (4)
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3. Is the bioequivalence of PL 2200 demonstrated at the highest dose (650 mg) in study PL-
ASA-001, and supported by the pharmacokinetic data at the lower 325 mg dose, sufficient 
to demonstrate comparability to immediate-release aspirin under fasting conditions? 
 
FDA Preliminary Response: 
The 325 mg dose of PL 2200 did not meet the established criteria for bioequivalence. 
Whether the pharmacokinetic data provided will be sufficient for approval of the product will 
be a review issue. 
 

4. Does FDA agree that a cross-over food-effect pharmacokinetic study using a dose of 650 
mg (as aspirin in PL 2200), as outlined in the proposed protocol PL-ASA-003, is the 
appropriate study design to complement the fasting pharmacokinetic bioequivalence study 
(PL-ASA-001) and if successful will complete the clinical program for PL 2200 to obtain 
marketing approval for the analgesic/anti-pyretic indications as part of a 505(b)(2) NDA? 

 
FDA Preliminary Response: 
The cross-over food-effect PK study using the 650 mg dose as outlined in the proposed 
protocol PL-ASA-003 will complement the fasting bioequivalence study PL-ASA-001 and, if 
successful, will complete the clinical pharmacology program.  Please also refer to our 
response to Question 2 and the Additional Comments below. 
Additional Comments: 
We suggest the following changes to the proposed protocol PL-ASA-003 (the food-effect 
study: 

• Consider a one week washout period instead of three days. 
• Establish and state the maximum age of subjects to be enrolled in the study. 
• Specify how many subjects are expected to complete the study.  You provide the 

enrolled number as 20 subjects. 
• Exclude subjects that have taken any prescription medications within the last 14 days 

(not the three days as currently proposed). 
 

We also remind you that you can not rely on the Internal Analgesic, Antipyretic, and 
Antirheumatic Drug Products Tentative Final Monograph (IAAA TFM) 
(http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/Over-the-
CounterOTCDrugs/StatusofOTCRulemakings/ucm070484.htm) to support the safety and 
efficacy of your proposed aspirin product.  We refer you to 21 CFR 330.11.  However, you 
may rely on pertinent, publicly available information such as literature, postmarketing safety 
databases, or data contained in the finalized Monograph documents such as Aspirin 
Professional Labeling (see 21 CFR part 343) for preclinical and relevant safety information.  
You will need to provide data which may be from published literature, among other sources, 
that supports the safety and efficacy of your product or of the reference product to which 
your product is bioequivalent.  
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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 a pediatric assessment to support dosing, safety, 
and effectiveness of the product for the claimed indication unless this requirement is waived, 
deferred, or inapplicable.   
  
We also refer you to the following Guidances for Industry: How to Comply with the Pediatric 
Research Equity Act 
http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/DevelopmentResources/
UCM077855.pdf 

 
Additional Discussion on Question 4 
PLx asked FDA for further clarification on the appropriate resources to reference the safety and 
efficacy of their proposed product.  PLx stated that they are having difficulty locating references 
that provide aspirin analgesic data.    
 
FDA responded that PLx could refer to publicly available information such as medical and 
scientific literature and data contained in the finalized monograph documents such as the 
professional labeling for aspirin.  FDA explained that the Advanced Notice of Proposed 
Rulemaking for internal analgesics may include appropriate references that PLx can use to 
support the conclusion that aspirin is safe and effective as an OTC analgesic at the recommended 
doses.   
 
FDA added that efficacy and safety data for each separate pain indication would not be required.  
Data for two different pain indications from well-conducted studies would be sufficient to 
receive all of the OTC pain indications with the exception of the menstrual pain indication.  FDA 
further commented that data to support the fever indication should also be provided.  FDA 
stressed that PLx should provide, in total, a reasonable body of evidence to support the safety 
and efficacy of aspirin as an OTC pain reliever/fever reducer. 
   
PLx confirmed their understanding by adding that, cardiovascular studies may be used to support 
safety data, but can not be utilized for pain efficacy.   
 
Future Development Questions 
 
FDA Response: 
Since questions 5 and 6 are outside the scope of your meeting request, we are not providing 
comments to these questions at this meeting. 
 
5. 

(b) (4)
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5.0 POST-MEETING ADDENDUM: 
 

Pharmacodynamic endpoints such as COX activity, prostaglandin concentration or platelet 
activity could be used to show whether aspirin PC is equivalent in its PD profile to aspirin 
alone. Such data could be obtained from either animal models or incorporated into the 
clinical protocol.    
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PIND 74,290 

 

SYNERGOS, Inc. 

Attention:  Jaye Thompson, Ph.D. 
       President  
       Agent for PLx Pharma Inc. 
2202 Timberloch Place, Suite 230         
The Woodlands, Texas 77380-1109 

 

Dear Dr. Thompson: 

 
Please refer to your Pre-Investigational New Drug Application (PIND) submitted under 
section 505(i) of the Federal Food, Drug, and Cosmetic Act for Aspirin-PC. 
  
We also refer to the meeting between representatives of your firm and the FDA on 
September 7, 2007.  The purpose of the meeting was to discuss your proposal to develop 
an oil-based aspirin formulation  

 
  
The official minutes of that meeting are enclosed.  You are responsible for notifying us of 
any significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, call Neel Patel, Regulatory Project Manager, at (301) 796-
0970. 

 
                 Sincerely, 

                                                                              {See appended electronic signature page} 
 

                             Andrea Leonard-Segal, M.D. 
                             Director 

     Division of Nonprescription Clinical Evaluation 
                                         Office of Nonprescription Products 

                                                                 Center for Drug Evaluation and Research 
 
Enclosure 
 

FOOD AND DRUG ADMINISTRATION 

CENTER FOR DRUG EVALUATION AND RESEARCH 
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