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clinical development program.  Alcon presented evidence that nepafenac had the potential to be 
as effective when administered once daily as when administered 3 times daily.  The Agency 
agreed that a single clinical study using Alcon’s proposed study design, if successful, would be 
sufficient to demonstrate noninferiority of nepafenac ophthalmic suspension, 0.3% to Nevanac 
for the safety and efficacy of the product.  Additionally, the Agency provided the following 
response to an Alcon question: 

The Agency believes that it is important to have a head to head comparison between 
nepafenac ophthalmic solution 0.3%, nepafenac ophthalmic solution 0.1% and vehicle. In 
the absence of a direct comparison, there is an increased safety concern for the higher 
concentration of a product without any additional demonstration of benefit. The proposed 
less frequent dosing regimen has not been demonstrated to provide an additional benefit. 

The submission of an application without data from a head to head comparison between 
nepafenac ophthalmic solution 0.3%, nepafenac ophthalmic solution 0.1% and vehicle 
may result in a refusal-to-file the application. 

This concern was reiterated during the meeting and in an email in October 2010.   

A meeting was held between the Agency and Alcon to obtain additional clarification regarding 
the Agency’s concern about a potential increased safety risk due to the higher concentration of 
active ingredient in the proposed formulation on January 10, 2011.  Following this meeting, 
Protocol C-11-003 was designed to demonstrate a clinical benefit of Nepafenac 0.3% dosed once 
daily relative to Nevanac dosed once daily with primary inference at the day 7 visit. 

3. Product Quality  

From the ONDQA CMC Review finalized 9/13/2012: 

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 
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Endoxin    
Sterility    

INSPECTIONS 
All the drug substance and drug product manufacturing and testing sites were submitted for 
evaluation in EES. The OC issued an Overall Recommendation of Acceptable for this NDA on 
4/23/2012. A copy of the report is provided below: 
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4. Nonclinical Pharmacology/Toxicology 

From the original Pharmacology/Toxicology Review finalized 9/13/2012: 

“The applicant has submitted an NDA for nepafenac 0.3% for the treatment of pain and 
inflammation associated with cataract surgery. Nepafenac 0.3% differs from Nevanac 
(nepafenac 0.1%) in content of the active pharmaceutical ingredient (API) and excipient 
formulation. All excipients are similar except nepafenac 0.3% contains the novel excipient 
guar gum  and the previously qualified excipient carboxymethylocellulose  The 
applicant conducted a one-month (35-day) toxicity/bridging study and an ocular distribution 
study to support qualification of the excipients. In the 35-day toxicity toxicity/bridging study, 
no treatment-related toxicities were reported in any dose group (0.3% to 1.5% QD, bilateral), 
and toxicokinetic results showed a less than dose proportional increase in exposure (amfenac 
and nepafenac) across doses. As such, no new toxicities were associated with the increased 
strength and additional excipients in the formulation, and the NDA is approvable from a 
pharmacology/toxicology standpoint.” 
 
No carcinogenicity studies were conducted on for nepafenac. A waiver for carcinogenicity 
studies is considered appropriate. 

5. Clinical Pharmacology/Biopharmaceutics  

From the original Clinical Pharmacology Review finalized 8/28/2012: 

Following bilateral topical ocular dosing of 1 drop of Nepafenac 0.3% Ophthalmic Suspension 
once daily for 4 days, the mean nepafenac and active metabolite (amfenac) plasma 
concentration versus time profiles on Day 1 and Day 4 were similar, indicating no 
accumulation. The mean steady-state Cmax for nepafenac and amfenac were 0.847 ± 0.269 
ng/ml and 1.13 ± 0.491 ng/ml, respectively, following topical ocular administration of 
Nepafenac 0.3% Ophthalmic Suspension. 

In vitro studies suggested that nepafenac at concentrations up to 3000 ng/mL did not inhibit in 
vitro metabolism of CYP1A2, 2C9, 2C19, 2D6, 2E1 and 3A4. Similarly, in vitro studies 
suggested that amfenac at concentrations up to 1000 ng/mL did not inhibit the metabolism of 
CYP1A2, 2C9, 2C19, 2D6, 2E1 and 3A4. Therefore, drug-drug interactions involving CYP 
mediated metabolism of concomitantly administered drugs are unlikely following topical 
ocular administration of Nepafenac 0.3% Ophthalmic Suspension. 
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7. Clinical/Statistical - Efficacy 

From the original Medical Officer Review finalized 9/14/2012: 

Analysis of Primary Endpoint(s)  

In Study C-09-055 and Study C-11-003, the primary efficacy variable was a binary variable 
for cure of inflammation.  The variable is composite, requiring a score of 0 for both cells (0 
cells present) and flare (no flare present).  The primary efficacy endpoint was the Percent 
Cures at Day 14 in both studies. 

STUDY 09-055 
For comparison of the two nepafenac groups, a two-tailed 95% confidence interval was 
calculated for the difference in cure rates (Nepafenac 0.3% minus Nevanac) using a test-based 
confidence interval.  The non-inferiority margin used was 10 percentage points, meaning that 
the lower limit of the two-sided 95% confidence interval must have been greater than -10% to 
establish non-inferiority.   The margin is supported by the comparison with the vehicle in this 
trial.
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history of diabetes mellitus and dry eye, conditions that might compromise the corneal 
epithelium.  

POSTMARKET EXPERIENCE 
The first Alcon product containing nepafenac for ocular use was approved in the US in August 
2005.  In December 2007, this product was approved by the European Medicines Agency 
(EMA).  So far, Alcon has registered nepafenac-containing products for ocular use in a total of 
84 countries world-wide.  These nepafenac-containing products are indicated for treatment and 
prevention of inflammation and postoperative pain secondary to cataract surgery and refractive 
surgery, pre- and postoperative prophylaxis of cystoid macular edema, as well as non-
infectious inflammations of the cornea, iris, ciliary body, retina and choroid. 

According to Alcon’s database  units (equivalent to  patients) containing 
nepafenac were sold worldwide from September 1 2010 to August 31 2011.   During the same 
time period, 2,345 patients were exposed to nepafenac in four Alcon-sponsored clinical 
studies.

During this time period, Alcon received a total of 87 cases (17 serious, 70 nonserious) 
worldwide associated with the use of nepafenac.

Adverse events possibly associated with the ocular use of nepafenac were generally non-
serious and related to local eye disorders.

Alcon’s analysis of information received for ocular use of nepafenac during the period of time 
covered by this report does not indicate any new or potentially important safety findings for 
the ocular use of this product that could change the safety information included in the current 
reference safety information.  Safety data for Alcon products containing nepafenac for ocular 
use remain in concordance with the previous cumulative experience, and with the reference 
safety information. No specific areas of concern were identified by this safety update and 
therefore no change in the pharmacovigilance activities is planned. 

The postmarketing experience data submitted revealed no new safety signals and required no 
additional revisions to the current labeling. 
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Summary Safety Statement 

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.

Headache and intraocular pressure increased were the most common adverse events reported 
in patients who received nepafenac. The adverse event profile was similar for patients with a 
history of diabetes mellitus and dry eye, conditions that might compromise the corneal 
epithelium.  
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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. Other Relevant Regulatory Issues  

BIOSTATISTICS 
Per the original Biostatistics review finalized 9/21/2012: 

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. 

We see in Table 1 that the test drug is superior to vehicle for both resolution of inflammation 
and resolution of ocular pain with a very large treatment effect. We see in Table 2 that Study 
C09055 was successful in showing non-inferiority of test drug to NEVANAC for both 
inflammation resolution and pain resolution at Day 7 and Day 14 visits with a non-inferiority 
margin of 10%.  
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DMEPA
As of the date of this review, the Division of Medication Error Prevention and 
Analysis has not approved a proprietary name for this drug product.  

In a letter to the applicant dated August 17, 2012, DMEPA found the name  
unacceptable.

In a letter to the applicant dated June 14, 2012, DMEPA found the name  
 unacceptable.

After a teleconference with DMEPA on October 12, 2012, where the applicant was informed 
that the name,  was not acceptable, the applicant withdrew the name. 

DMEPA provided labeling comments in a review dated June 29, 2012.  At that time 
the proposed tradename was   The carton and container labeling has 
been modified since the June 2012 review because DMEPA has not approved a 
proprietary name for this drug product.  

DMEPA has suggested revisions to the labeling including removing information on the active 
ingredient and usual dosage from the container labels.  The Clinical group disagrees with the 
suggestion to remove the information on the active ingredient and usual dosage from the 
container labels.  All ophthalmic labels are small by nature.  Although not required under 21 
CFR 201.10(i), this is relevant information for the patient and prescriber.  The revised 
container label is easily legible. The strength statement is prominent in the redesigned label 
without a tradename. The blue shading and teardrop on the carton labeling do not interfere 
with the legibility of the revised carton label.  The manufacturer’s name is not overly 
prominent on the revised carton label.  The strength statement is prominent in the redesigned 
label without a tradename.  

DPDP
As of the date of this review, the Division of Professional Drug Promotion (DPDP) 
has not provided formal labeling comments for the package insert or carton and 
container labeling.

The carton and container labeling and package insert are consistent with the similar 
Alcon product, Nevanac, in format, layout, and content (NDA 21-862).
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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. 
 

Study C-09-055:   
Description of Financial Interests and Arrangements Reporting Period:   

June 23, 2010 to June 14, 2011 
Investigator and Payment Description Total Monies by 

Investigators 
$389,124

$55,254
> $50,000

$64,400
$197,494

$88,809
$118,510

$81,636
$136,641
$27,165
$29,316

 
 

Study C-11-003:   
Description of Financial Interests and Arrangements Reporting Period:   

June 23, 2010 to June 14, 2011 
Investigator and Payment Description Total Monies by 

Investigators 
$270,130

$68,301

$71,094
> $50,000

$32,022
$106,916
$48,552
$50,255

 
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.  Per the DSI review: 
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Two domestic clinical investigators were selected for inspection on the basis of enrollment of 
large numbers of study subjects per site, information in the OSI database concerning number 
of INDs, and lack of previous inspectional history. 

The final classification of the Clinical Investigator inspection of Dr. Raymond Fong is No 
Action Indicated (NAI). 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. 

The final classification of Clinical Investigator inspections of Dr. Thomas Walters is 
Voluntary Action Indicated (VAI). Although regulatory violations were noted, these were not 
considered to have a significant impact on data reliability. 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. 

12. 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 and found in the Appendix of this CDTL memo.   

In a teleconference on October 16, 2013, with Alcon representative Norma Schafer, 
Alcon committed to two minor editorial revisions to the labeling: 
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1) Alcon will renumber the subsections under Section 6 in the Highlights to 
correspond to the text of the label (i.e. 6.1, 6.2, 6.3). 

2) Alcon will revise the usage statement on the carton labeling to correspond 
with the package insert (i.e. Shake Well Before Use). 

13. 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 
with the package insert and with carton and container labeling found in this CDTL 
review (see Appendix).  

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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APPENDIX
 
 
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 and found in this Appendix.

In a teleconference on October 16, 2013, with Alcon representative Norma Schafer, 
Alcon committed to two minor editorial revisions to the labeling: 

3) Alcon will renumber the subsections under Section 6 in the Highlights to 
correspond to the text of the label (i.e. 6.1, 6.2, 6.3). 

4) Alcon will revise the usage statement on the carton labeling to correspond 
with the package insert (i.e. Shake Well Before Use). 
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