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safe and effective as an OTC analgesic at the recommended doses. Specifically, FDA asked for 
data from well-conducted trials for two different pain models plus data in fever and menstrual 
pain. The sponsor, therefore, submitted three papers on antipyretic indication, seven papers on 
headache analgesia, two studies on pain relief with common cold, five studies for the treatment 
of dysmenorrhea, two in musculoskeletal pain, and nine in general pain conditions.  
 
Dr. Christina Fang from the Division of Analgesia, Anesthesia, and Addiction Products 
(DAAAP) summarized and evaluated the efficacy data (see her review entered in DARRTS on 
12/11/2012). The reviewer selected the studies for review based on the following criteria: 
randomized, double-blind, placebo-controlled study design and published later than 1988, 
except an additional fever study published in 1979 and three dysmenorrhea studies published 
in the early eighties were included because only one fever study and no dysmenorrhea studies 
were published in the specified time frame. A total of 13 studies met these criteria.  
 
The reviewer found that aspirin works for treating aches and pains and/or fever in an OTC 
setting, based on the estimated effect size of treatment differences from pairwise comparisons 
between various aspirin doses and placebo, using time-specific PID measurements in multiple 
studies of fever, headache, sore throat, primary dysmenorrhea, and dental pain. Dr. Fang made 
a conclusion that the findings in the cited literature support a finding of efficacy for the use of 
aspirin for OTC indications of temporary relief of minor aches and pains and temporary 
reductions of fever as stated in the tentative IAAA OTC monograph. 
 
I agree with this assessment. There are no outstanding efficacy issues for this application. 

8. Safety 
Please refer to the Clinical Review by Dr. Linda Hu entered in DARRTS on 12/10/2012. 
 
The proposed product is a novel immediate-release formulation of aspirin in a lipid suspension 
of soybean-derived lecithin; it is not marketed anywhere in the world.  However, the active 
ingredient, aspirin, has a long marketing history dating back to the 19th century. Safety data for 
the proposed formulation comes from the three clinical trials conducted by PLx: 

• PL-ASA-001 comparative singe dose PK study 
• PL-ASA-002 randomized, single-blind, parallel 7-day GI safety and tolerability study 
• PL-ASA-003 single dose food-effect PK study 

 
These three trials provided favorable, but limited, safety experience.  A total of 151 subjects 
were exposed to aspirin PC: 100 subjects received 325 mg for 7 days, 20 subjects received two 
doses of 650 mg each, and 31 subjects received single doses of 325 mg or 650 mg.  There were 
no deaths, serious or unexpected adverse events reported.  
 
In addition to the above discussed trials, PLx submitted postmarketing safety data for aspirin 
from the published literature and the FDA’s Adverse Event Reporting System (AERS) for the 
ten year period, from January 1, 2001 through December 31, 2010.  
 
AERS database identified a total of 9,704 individual case reports with a total of 37,953 
associated events for oral aspirin products. Of these, 98.3% (37,324) were serious adverse 
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events, the most common of which were gastrointestinal disorders. A total of 8,058 adverse 
events were from fatal cases.  The reviewer also noted that there was a notable number of 
Stevens-Johnson syndrome (87 cases) and toxic epidermal necrolysis (93 cases) reports. It is 
difficult to interpret these postmarketing data. Aspirin is the most widely used drug.  No 
details of the cases were provided, only the line listings.  The events could also be related to 
the underlying conditions, concomitant medications, or the conditions for which aspirin was 
taken.  
 
Review of the published literature included publications reporting efficacy trials (these were 
described in the section 7 of this review), studies and meta-analyses focusing on GI risks, as 
well as consensus statements from professional societies.  Data showed that aspirin, when used 
for short-term pain or fever relief, is well tolerated; most common AEs reported: nausea, 
vomiting, abdominal pain, headache, dizziness, and tinnitus.  
 
Overall, data from different sources confirms known safety profile for aspirin. Even though 
this NDA is proposing a new formulation, there is no reason to believe that this new product 
will have a different safety profile than other nonprescription aspirin formulations.  
 

9. Advisory Committee Meeting  
Not applicable. 

10. Pediatrics 
PLx requested a full waiver from the Pediatric Research Equity Act (PREA) pediatric 
assessment requirement for all pediatric age groups for both indications, i.e., fever and pain, 
because it does not represent a meaningful therapeutic benefit over existing therapies for 
pediatric patients and is not likely to be used in a substantial number of pediatric patients. 
 
During review of this application, decision has been made by the regulatory and CMC staff 
that this product formulation does not trigger PREA, because capsule formulation is 
considered an acceptable dosage form to be marketed under the IAAA TFM.  
 
The sponsor proposed to label this product for adults and children 12 years and older, which is 
consistent with TFM.  I find this acceptable.  

 

11. Other Relevant Regulatory Issues  
All clinical studies conducted to support this application were carried out in accordance with 
the US CFR, Good Clinical Practice, 21 CFR 50 and 312. 
 

12. Labeling  
PLx proposes to market their aspirin capsules in several different package sizes and 
configurations: 

• 30-count bottle 
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• 120-count bottle 
• 7-count blister card 
• 28-count package containing four 7-count blister cards  

 
Three different proprietary names were proposed by the sponsor:  

 None of these were found to be acceptable by the Division of Medication Error 
Prevention and Analysis (DMEPA).  This, however, does not preclude an approval. The 
product can be approved without a trade name. DMEPA also provided several labeling 
recommendations to prevent potential medication errors.   
 
The proposed dosing directions are consistent with the TFM:  

• for adults and children 12 years and over: take 1 or 2 capsules every 4 hours or 3 
capsules every 6 hours  

• do not exceed 12 capsules in 24 hours 
 
This is acceptable.  
 
Detailed labeling review has been conducted by Elaine Abraham from the Division of 
Nonprescription Regulation Development (see her review entered in DARRTS on 12/10/12).  
Labeling change recommendations were communicated to the sponsor on 12/10/12. All of the 
requested changes were accepted by the sponsor in their 12/19/12 submission.  
  
Labeling for the product is consistent with the IAAA TFM drug facts labeling information.  
 

13. Recommendations/Risk Benefit Assessment  
 

• Recommended Regulatory Action  
Approval pending satisfactory results of the manufacturing facility inspection. 
 

• Risk Benefit Assessment 
Aspirin is marketed for over 100 years and has well established favorable risk/benefit profile.  
Based on data submitted in the application, there is no reason to believe that this new product 
will have a different risk benefit profile compared to other nonprescription aspirin 
formulations.  
 
All review disciplines recommended approval of this application.  
 

• Recommendation for Postmarketing Risk Evaluation and Management Strategies 
None. 
 

• Recommendation for other Postmarketing Requirements and Commitments 
None. 
 

• Recommended Comments to Applicant 
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None. 
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