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specifications when comparing the  products,” no nonclinical 
studies were required. 

 

5. Clinical Pharmacology/Biopharmaceutics  
 
No new clinical pharmacology/biopharmaceutics data were submitted, nor were any required.  

6. Clinical Microbiology  
 
No new clinical microbiology data were submitted, nor were any required.  Product sterility 
will be addressed in the microbiology review that has not been finalized.   
 

7. Clinical/Statistical- Efficacy 
 
The applicant relied on the monograph (21 CFR 349) to establish efficacy.  
 
Comment:  I agree with reliance on the monograph to establish efficacy because neither 
absence of a preservative nor the method of sterilization should affect the ability of the product 
to flush foreign material from the eye.   
 

8. Safety 
 
The applicant relied on the monograph (21 CRF 349) to establish safety.  In addition, the 
applicant provided postmarketing safety summary that did not detect any new signals for 
eyewash. 
 
The proposed product has not been marketed. A similar product (called the “original product” 
in the application) is currently legally marketed only in Canada.  The original product has three 
preservative agents, but otherwise contains the same ingredients as the proposed product.  
There are no applications pending for the original product.     
   
The applicant provided a postmarketing summary for the original product.  From June 3, 2008 
through November 25, 2010, approximately  units were sold in the United States and 
Canada.  After spring 2007, all sales were in Canada because the company had been told they 
needed an NDA to support U.S. sales.  The total U.S. sales were  units.  
 
No adverse drug reactions have been reported and no recalls have occurred.  
In 2008, a complaint was brought from Health Canada regarding the yellowness of the 
eyewash solution.  The complainant was a salesman from a competitor.  According to the 
applicant, the yellowing   “Furthermore it was tested 
independently by Health Canada and proved that all testing passed the prescribed 
specifications.”    
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I searched FDA’s Adverse Event Reporting System on 3-Dec-2010 using the search term 
“water” in the active ingredient field.  There was one report of an adverse event associated 
with misuse of a different eyewash product.  The product was Collyrium eyewash, currently 
manufactured by Bausch & Lomb, and containing water, boric acid, sodium borate, sodium 
chloride and benzalkonium chloride.  A 51-year old soaked his contact lens in expired 
Collyrium eyewash and subsequently went to the in the emergency room for “chemical burns 
of eye.”  He was treated and the problem resolved. It is difficult to make much of this single 
case as the product was misused (for cleaning a contact lens), and the product contains 
benzalkonium chloride, which is not an ingredient in the proposed eyewash.   
 
I then searched AERS using “eyewash” in the verbatim substance name field.  I retrieved no 
additional adverse events.  Also on 3-Dec-10, I checked the FDA document archive 
(DARRTS) for safety issues for water or eyewash and found none.   
 
Dr. Alexander, primary DNCE clinical reviewer, also performed multiple independent 
searches of FDA’s AERS database and the literature. Details of his findings may be found in 
his review. In his review he comments, “The rarity of readily identifiable publications about 
safety hazards associated with topical eyewash products is consistent with the lack of 
significant number of reports in FDA AERS database, despite the widespread use of these 
products over decades.  It provides further support that OTC eyewash products marketed under 
the final monograph are safe and effective.”    
 
Comment:  There do not appear to be any significant safety signals for marketed eyewashes.  I 
would expect a similar safety profile for the proposed eyewash.  
 
The absence of a preservative should not affect safety for a sterile, single-use product that is 
used according to labeling; therefore, I agree that Pur-Wash may rely on the monograph to 
support safety. 
 

9. Advisory Committee Meeting  
 
Not applicable. 

10. Pediatrics 
 
The application does not trigger the Pediatric Research Equity Act (PREA) because it does not 
propose a new active ingredient, new indication, new dosage form, new dosing regimen, or 
new route of administration.  

11. Other Relevant Regulatory Issues  
 
The firm does not appear on FDA’s application integrity list (checked 16-Dec-10). 
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The applicant has certified that there are no relevant patents that claim the active ingredient, 
drug product, or methods of use.  There were no clinical trials to audit.  On January 18, 2011, 
FDA’s Office of Compliance determined that the manufacturing sites were acceptable.  
 

12. Labeling  
 

At the time this review was completed, final labeling had not been negotiated.  The Division of 
Medication Error Prevention and Analysis (DMEPA) and the Division of Nonprescription 
Regulation Development (DNRD) provided labeling reviews. 
 
The applicant submitted the proprietary name for review; Pur-Wash was the 
applicant’s alternate proprietary name.  The applicant withdrew  after DMEPA 
informed them that there were two other international products with the same name. DMEPA 
found “Pur-Wash” acceptable.   
 
Initially the proposed label was not in compliance with Drug Facts labeling format and 
monograph labeling as described in 21 CFR.  In addition, the applicant had the statement  

under the “Warning” 
heading of Drug Facts labeling.  The monograph does not restrict use of eyewashes in 
children.  General regulatory requirements were communicated to the applicant in May 2011.  
In addition, the applicant was asked to remove the age restriction or provide a rationale for the 
age restriction.  The applicant responded with revised labeling that removed the age restriction 
and addressed the general regulatory requirements.  The DTOP team had also recommended 
removing warning language about keeping out of reach of children and contacting a poison 
control center if swallowed; however, the DNCE clinical team found the language acceptable. 
 
Comment:  The larger volumes of product may contain enough boric acid to produce toxicity 
in children.  According to the Poisindex1 summary, death has resulted from boric acid 
ingestions of 2 to 3 grams in infants, 5 to 6  grams in children, and 15 to 20 grams in adults 
although there have been reports of survival after an estimated 10 gram ingestion by an 
infant; the lethal dose is not well-established.  As the proposed product contains  of 
boric acid per 100 ml, it is possible, albeit unlikely, to ingest a toxic amount.  For this reason, 
retaining the applicant’s cautionary language about keeping the product out of reach of 
children and contacting poison control for accidental ingestions was acceptable to the DNCE 
clinical team.     
 
The monograph provides for two different directions for use, depending on whether the 
product is packaged with an eyecup or a nozzle.  The applicant has appropriately chosen the 
directions for a nozzle for the smaller containers.  The larger containers are packaged with an 
eyecup that has side ports.  The eyecup replaces the bottle cap when in use. The affixed eyecup 
with side ports allow for continuous flow of solution, in much the same way as a nozzle allows 
for continuous flow.  Directions for use are appropriate for the eyecup with nozzle features.    
 
                                                 
1 Borates, Poisindex Managements, Micromedex 2.0, last modified 24-Sep-2010, Thomson Reuters 
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The CMC team recommends that the product be labeled for storage under USP controlled 
room temperature (20 to 25 degrees C, or 68 to 77 degrees F) because the postapproval 
stability study does not include intermediate storage conditions  
 
DMEPA and DNRD have several labeling recommendations related primarily to formatting 
issues; these recommendations are to be conveyed to the applicant.  
 
Comment:  The review team’s labeling recommendations are acceptable to me.  

13. Recommendations/Risk Benefit Assessment  
 
Recommended Regulatory Action 
 
I concur with the review team and recommend approval pending  

• Final microbiology review supporting approval  
• Final agreement on labeling  

 
Risk Benefit Assessment 
 
Pur-Wash should have the same safety and efficacy profiles as other eyewashes approved 
under the OTC monograph.  There are no unexpected safety signals in the application or 
discovered by the review team.   The risk/benefit assessment is therefore acceptable.  
 
Recommendation for Postmarketing Risk Evaluation and Management Strategies 
 
None  
 
Recommendation for other Postmarketing Requirements and Commitments 

 
None. Routine postmarketing pharmacovigilance should be adequate. 
 
Recommended Comments to Applicant 

 
None 
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