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NDA 203491 
Chemistry Classification Code Correction 

Drug Name: Tradename (nepafenac ophthalmic suspension), 0.3% 
Related Document: Quality Review #1 of NDA 203491, filed in DARRTS on 9/13/2012 

In the Quality Review #1 of the NDA 203491 which was filed in DARRTS on 9/13/12, it was 
inadvertently stated that the chemistry classification code for the drug as Type 3. According to the 
recently issued Drug Application MAPP 7500.3 dated 9/19/12, the actual chemistry classification 
code should be Type 5. 
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Initial Quality Assessment Branch V 
Pre-Marketing Assessment Division II 

                        OND Division : Division of Transplant and Ophthalmology Products 
                                       NDA : 203491
                               Applicant : Alcon Research, Ltd. 
                           Stamp Date : 16 December, 2011 
           Proposed Trademark : Not identified at the time of this review 
                 Established Name : Nepafenac ophthalmic suspension 0.3% 
                         Dosage Form : Ophthalmic suspension 
      Route of Administration : Topical (ocular) 
                                 Strength : 0.3%

                   Indication: Treatment of pain and inflammation associated with 
cataract surgery 

                               Reviewer : Rao Kambhampati  
                            CMC Lead : Bala Shanmugam 
 Prdt Quality Microbiologist: Denise Miller 

        QBD Liaison: Celia Cruz 

       YES   NO 
              Acceptable for filing:
Comments for 74-Day Letter: 

Summary and Critical Issues 

Summary 
Nepafenac a non-steroidal anti-inflammatory pro-drug to amfenac was approved in 2005 
by the FDA as a 0.1% ophthalmic suspension (NEVANAC®, NDA 21-862) for the same 
indication (as mentioned above) for this NDA.  The NDA under review provides for an 
increased concentration (0.3%) of nepafenac. Nepafenac 0.3% dosed once a day is 
reported to be as efficacious as NEVANAC® 0.1% dosed 3 times a day. The submission, 
including methods validation is all electronic and located in the EDR.   The drug product 
is formulated as a sterile, preserved ophthalmic suspension for topical administration. 
The proposed commercial package is 1.7 mL in 4 mL LDPE bottle. Additionally, a 
physician sample size of 0.8 mL in 4 mL LDPE bottle is also being proposed.  The 
current formulation is slightly different from the previously approved formulation in that 
it has an increased level of nepafenac (0.3%), and among other changes to excipients, it 
includes  guar gum and boric acid.  QBD approach was implemented to 
establish the key process variables and evaluate attributes of the material used in the 
manufacture of the drug product. The company is requesting a shelf-life of 78-weeks for 
the 1.7 mL fill size (intended commercial size) and 52-weeks for the 0.8 mL fill size 
(sample) when stored at 2-25°C.
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Meetings

Meetings Conducted over the Course of Product Development 

An End-of-Phase II meeting was held in October 2009. Provided below is the summary 
of comments from this meeting. 
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PRODUCT QUALITY (Small Molecule) 
FILING REVIEW FOR NDA or Supplement (ONDQA)

File name: 090513-Product Quality Filing Review.doc Page 2 
Version Date: 05132009 

7.

Are drug substance 
manufacturing sites identified on 
FDA Form 356h or associated 
continuation sheet?  For each site, 
does the application list: 
• Name of facility, 
• Full address of facility including 

street, city, state, country
• FEI number for facility (if 

previously registered FDA) 
• Full name and title, telephone, fax 

number and email for on-site 
contact person.

• Is the manufacturing 
responsibility and function 
identified for each facility?, and 

• DMF number (if applicable) 

The Drug substance is referenced to DMF  
and DMF  LOA’s have been provided. 

8.

Are drug product manufacturing 
sites are identified on FDA Form 
356h or associated continuation 
sheet.  For each site, does the 
application list: 
• Name of facility, 
• Full address of facility including 

street, city, state, country
• FEI number for facility (if 

previously registered with FDA) 
• Full name and title, telephone, fax 

number and email for on-site 
contact person. 

• Is the manufacturing 
responsibility and function 
identified for each facility?, and 

• DMF number (if applicable) 
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