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3. Product Quality  
The drug product contains nepafenac as the drug substance. Nepafenac was previously approved by 
the FDA for its use in NEVANAC® (nepafenac ophthalmic suspension, 0.1%) for the NDA #21-
862. The approved NEVANAC is also marketed by Alcon Research, Ltd., Fort Worth, TX. The 
applicant proposed the same drug substance manufacturers  

 that are currently used for the manufacturing of 
NEVANAC and the CMC information for the drug substance was cross-referenced to the DMFs 

 and  respectively, which are currently adequate. In addition, some CMC information 
was also directly provided in the NDA.  

Nepafenac drug substance is a yellow crystalline solid or powder with a melting point of 184ºC to 
184.9ºC and it has a molecular formula of C15H14N2O2 and molecular weight of 254.28.  It has a 
solubility of 0.014 mg/mL in water. It does not exhibit polymorphism. The manufacturing of the 
drug substance was cross-referenced to  DMF#  and  

 DMF#  and the applicant provided LOAs for the cross-reference of the 
information in those DMFs. Both the DMFs were previously reviewed by the ONDQA reviewers and 
were found to be adequate. Later, amendments and annual reports to those DMFs were submitted by 
the Holders, therefore, those DMFs were again reviewed by this reviewer and they are found to be 
adequate as of the date of this review. 

COMPOSITION OF DRUG PRODUCT 

Component    Percent w/v   Function
Nepafenac    0.3    Active ingredient 
Benzalkonium Chloride  0.005*    Microbial preservative 
Carboxymethylcellulose 
Guar Gum   
Carbomer 974P**  
Boric Acid   
Edetate Disodium  
Propylene Glycol  
Sodium Chloride  
NaOH/HCl    qs for pH adjustment  pH Adjuster 
Purified Water   
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POSTMARKET EXPERIENCE 
The first Alcon product containing nepafenac for ocular use was approved in the US in August 2005.   
Alcon has registered nepafenac-containing products for ocular use in a total of 84 countries 
worldwide.  According to Alcon’s database  units containing nepafenac were sold 
worldwide. Adverse events possibly associated with the ocular use of nepafenac were generally 
non-serious and related to local eye disorders.  The postmarketing experience data submitted 
revealed no new safety signals and required no additional revisions to the current labeling.

9. Advisory Committee Meeting  
No Advisory Committee Meeting was held.  There were no new issues raised in the review of the 
application which were thought to benefit from an Advisory Committee Meeting.  

10. Pediatrics 
Nepafenac has not been studied in clinical trials in pediatric patients.  This application was presented 
at the Pediatric Regulatory Committee (PeRC) on April 25, 2012.  PeRC agreed with the applicant’s 
request a full waiver.  The drug does not represent a meaningful therapeutic benefit over existing 
therapies for pediatric patients in the 0-16 age group and is not likely to be used by a substantial 
number of pediatric patients in this age group.  

11. Biostatistics
Efficacy results for the endpoints of complete resolution of inflammation (primary endpoint) and 
complete resolution of ocular pain (secondary endpoint) are summarized in Table 1 and Table 2 
below.
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12. Other  

FINANCIAL DISCLOSURE 
Alcon has adequately disclosed financial arrangements with the clinical investigators who 
participated in the clinical studies for nepafenac ophthalmic suspension 0.3% which include:  C-09-
053, C-09-055 and C-11-003.  There were no financial disclosures for Study C-09-053.  A review of 
these arrangements did not raise questions about the integrity of the data. 

OSI
An Office of Scientific Investigations (OSI) audit was requested; OSI completed their review on 
8/8/2012.  Based on the inspectional findings at this site, efficacy and safety data obtained from this 
site can be considered reliable in support of the application. 

13. Labeling

NDA 203491 for Nepafenac ophthalmic suspension, 0.3% is recommended for approval for the 
treatment of pain and inflammation associated with cataract surgery with the package insert and with 
carton and container labeling received from the applicant on 10/16/12.
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14. Recommendations/Risk Benefit Assessment  

RECOMMENDED REGULATORY ACTION:  
NDA 203491 for Nepafenac ophthalmic suspension, 0.3% is recommended for approval for the treatment of 
pain and inflammation associated with cataract surgery.  

RISK BENEFIT ASSESSMENT: 
This NDA supports the use of nepafenac ophthalmic suspension, 0.3% for the treatment of pain and 
inflammation associated with cataract surgery. Nepafenac ophthalmic suspension 0.3% has demonstrated 
superiority to vehicle in two adequate and well controlled trials in its ability to clear ocular inflammation and 
treat pain following cataract surgery. The safety profile of this drug product is consistent with other products in 
the topical NSAID class. No new unexpected adverse events associated with the use of this product were 
observed. The benefits of this drug outweigh the risks in the treatment of ocular inflammation and treatment of 
ocular pain following cataract surgery. 

Clinical, Biostatistics, Pharmacology/Toxicology, Clinical Pharmacology, and CMC, and Product Quality 
Microbiology have recommended approval for this application.

RECOMMENDATION FOR POSTMARKETING RISK MANAGEMENT ACTIVITIES: 
There are no risk management activities recommended beyond the routine monitoring and reporting of all 
adverse events. There are no recommended Postmarketing Requirements or Phase 4 Commitments.  
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