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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 203491 
PROPRIETARY NAME REQUEST  

UNACCEPTABLE 

Alcon Research, Ltd. 
6201 South Freeway (R3-52) 
Fort Worth, TX   76134-2099 

Attention: Norma J. Schafer, M.S. 
Senior Manager, Regulatory Affairs 

Dear Ms. Schafer: 

Please refer to your New Drug Application (NDA) dated December 15, 2011, received 
December 16, 2011, submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic 
Act for Nepafenac Ophthalmic Suspension, 0.3 %. 

We also refer to your correspondence, dated and received July 16, 2012, requesting review of 
your proposed proprietary name,   We also refer to your amendment, dated and received 
July 25, 2012, to revise the product details.  We have completed our review of  and have 
concluded that this name is unacceptable for the following reason: 
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We note that you have proposed an alternate proprietary name in your submission dated  
July 16, 2012.  In order to initiate the review of the alternate proprietary name,  submit 
a new complete request for proprietary name review.  The review of this alternate name will not 
be initiated until the new submission is received. 

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Karen Townsend, Safety Regulatory Project Manager 
in the Office of Surveillance and Epidemiology, at (301) 796-5413.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager 
Diana Willard at (301) 796-0833. 

Sincerely,

{See appended electronic signature page}    

Carol Holquist, RPh  
Director  
Division of Medication Error Prevention and Analysis  
Office of Medication Error Prevention and Risk Management  
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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Sincerely,

{See appended electronic signature page} 

Rapti D. Madurawe, Ph.D. 
Branch Chief, Branch V 
Division of New Drug Quality Assessment II 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research
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If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Karen Townsend, Safety Regulatory Project Manager 
in the Office of Surveillance and Epidemiology, at (301) 796-5413.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager 
Victor Ng at (301) 796-0735. 

Sincerely,

{See appended electronic signature page}

Carol Holquist, RPh  
Director  
Division of Medication Error Prevention and Analysis  
Office of Medication Error Prevention and Risk Management  
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research
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4. On the basis of lot release and stability data, we recommend the following changes to some 
of the proposed acceptance criteria in the drug product specification: 

Test Alcon proposed 
Acceptance Criteria 

FDA Recommended 
Acceptance Criteria 

Impurities: 

Osmolality 
Appearance Suspension: 

Color

Uniformity 
Redispersibility 
Particle Size, Suspension  

 

5. You have provided 39 wks (9 months) of real time long-term stability data for one primary 
stability batch and 26 wks (6 months) of real time long-term data for two batches for a 
proposed expiration dating period of 78 wks (18 months). Per ICH Q1A, 12-months of long-
term and 6-months of accelerated stability data are expected at the time of NDA submission. 
Expiration date granted will commensurate with the amount and quality of data provided. If a 
stability update with a summary of the range of results observed is provided by the due date 
of this information request, we are agreeable to reviewing the additional information. Any 
stability updates provided later may not be reviewed in this review cycle depending on the 
resources available at that time.  

6. As  are part of the drug product 
manufacturing process, changes beyond the ranges provided for in the submission should 
also be reported to the NDA in accordance with 21 CFR 314.70. 
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If you have any questions, call Althea Cuff, Regulatory Health Project Manager, at (301) 796-
4061.

Sincerely,

{See appended electronic signature page}

Rapti D. Madurawe, Ph.D.
Branch Chief, Branch V
Division of New Drug Quality Assessment II 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Antimicrobial Products 

COMMUNICATION  SHEET

DATE:  March 21, 2012 

To: Norma J. Schafer, M.S.   From: Mr. Victor Ng 
Project Manager

Company: Alcon Research, Ltd   Division of Transplant and 
Ophthalmology Products 

Email: norma.schafer@alconlabs.com Email: victor.ng@fda.hhs.gov

Telephone number: 817-551-8568  Phone number: 301-796-1600

Subject:  NDA 203491 – nepafenac ophthalmic suspension, 0.3%  

Total no. of pages including cover:   4 

Comments: 

Document to be mailed:  YES   NO 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1600.  Thank you.
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7. Regarding endotoxin testing, it is stated that bacterial endotoxin testing is not to be 
performed at a dilution higher than the MVD, which is not stated. Please provide the 
MVD for bacterial endotoxin testing of the subject drug product and confirm the dilution 
of the drug product that will be used for routine endotoxin testing.  

If you have any questions regarding this communication, please contact me at (301) 796-1600. 

Sincerely,

Victor Ng 
Regulatory Project Manager 
Division of Transplant and Ophthalmology Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
Food and Drug Administration

Reference ID: 3105871
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Office of Prescription Drug Promotion (OPDP) 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 

Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI), and you believe the labeling is close to the final version.

For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200. 

REQUIRED PEDIATRIC ASSESSMENTS

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 

We acknowledge receipt of your request for a full waiver of pediatric studies for this application.
Once we have reviewed your request, we will notify you of our decision and if a pediatric drug 
development plan is required. 

If you have any questions, call Victor Ng, Regulatory Project Manager, at (301) 796-1600. 

Sincerely,

  {See appended electronic signature page}

Renata Albrecht, M.D. 
  Director 
  Division of Transplant and Ophthalmology Products 
  Office of Antimicrobial Products 
  Office of New Drugs 
  Center for Drug Evaluation and Research 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Antimicrobial Products 

 

COMMUNICATION  SHEET

 
DATE:  February 6, 2012  

To: Norma J. Schafer, M.S.   From: Mr. Victor Ng 
Project Manager

Company: Alcon Research, Ltd   Division of Transplant and 
Ophthalmology Products 

Email: norma.schafer@alconlabs.com   Email: victor.ng@fda.hhs.gov 

Telephone number: 817-551-8568   Phone number: 301-796-1600

Subject:  NDA 203491 – nepafenac ophthalmic suspension, 0.3%  

Total no. of pages including cover:   5 

Comments:  
 

Document to be mailed:   YES   NO 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1600.  Thank you.
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imputation flag), aqueous cell score (observed, imputed and imputation flag), pain 
score (observed, imputed and imputation flag).  

 
Provide documentation for the datasets (a define.pdf document). For all variables directly copied 
from CRF, provide CRF page number and/or link to annotated CRF. For all derived variables, 
specify (in English) how the variables were derived from CRF data. 

Biostatistical Comments: 
 

9. You are encouraged to submit standardized datasets following the CDISC guidelines for 
SDTM and ADaM datasets.  

10. Provide all raw datasets, as well as analysis datasets (including all efficacy and safety 
variables) used to generate the results presented in your study report.  In addition, provide 
a data definition file (in pdf format or xml format) that includes information on how 
efficacy variables are derived. 

11. Include the programs used for creating main efficacy analysis datasets from submitted 
raw datasets and the programs used for the efficacy and main safety analyses. In addition, 
provide a document that explains the use of each program. 

12. Provide the analysis datasets (with definition file) and programs (with documentation) 
used to generate the specific analyses results in each report. 

13. Provide the analysis datasets (with definition file) and programs (with documentation) 
used to generate the inferential analyses results in the ISS reports. 

14. You may check the following FDA website to find the information about current 
document and guidance:

Link to Study Data Specifications 
http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequire
ments/ElectronicSubmissions/UCM199759.pdf 
 

15. You submitted the efficacy data separately for each study and did not integrate the study 
(with same naming of variables) in an integrated summary of efficacy folder. 

16. You did not distinguish between the tabulation datasets (containing all that is collected 
from the CRF) and analyses datasets (containing data used in main efficacy and safety 
analyses, with some CRF data and some derived variables).  

17. The define.pdf documentation file does not specify how all the derived variables were 
derived.  

18. You did not provide a reviewer’s guide explaining which dataset and which code was 
used in the main primary and secondary analyses. 

19. You did not follow CDISC standards for naming the variables. 
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Labeling/Labels Comments:
 
During our preliminary review of your submitted labeling, we have identified the following 
labeling format issues: 

20. The section headings and subheadings in the Table of Contents must match the headings 
and subheadings in the Full Prescribing Information. In the Table of Contents, 
Subheading 6.1 should be revised to read, "Ocular Adverse Reactions" and subheading 
6.2 should be revised to read, "Non-Ocular Adverse Reactions."  

21. A Patient Package Insert (PPI) was not submitted for this application. The words,  
 should therefore be removed from the Patient 

Counseling Information statement in the Highlights. The Patient Counseling Information 
statement should now read, "See 17 for PATIENT COUNSELING INFORMATION." 

22. Please submit proposed carton and container mock-ups which include color, font size, 
graphics, etc, so that they can be preliminarily reviewed prior to the Filing deadline. 

23. We note that a request for proprietary name review has not been submitted. Please 
comment on whether or not you plan to submit a request for proprietary name review. If 
you do plan to submit a request for proprietary name review, please submit a timeline for 
this request. 

 
We request that you resubmit labeling/labels that addresses these issues by February 10, 2012.  
The resubmitted labeling/labels will be used for further labeling discussions. 
 

 
If you have any questions regarding this communication, please contact me at (301) 796-1600. 
 
Sincerely, 
 
Victor Ng 
Regulatory Project Manager 
Division of Transplant and Ophthalmology Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 203,491 
NDA ACKNOWLEDGMENT

Alcon Research, Ltd. 
Attention: Norma J. Schafer 
      Sr. Manager, Regulatory Affairs 
6201 South Freeway
Fort Worth, TX  76134-2099 

Dear Ms. Schafer: 

We have received your New Drug Application (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 

Name of Drug Product: Nepafenac Ophthalmic Suspension, 0.3% 

Date of Application: December 15, 2011 

Date of Receipt: December 16, 2011 

Our Reference Number:  NDA 203,491 

Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on February 14, 2012, in 
accordance with 21 CFR 314.101(a).   

If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3).  The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57. 

You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No, 110-85, 121 Stat. 904). 

The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address: 
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Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Transplant and Ophthalmology Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved.  Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm.

If you have any questions, call Victor Ng, Regulatory Project Manager, at (301) 796-1600. 

Sincerely,

{See appended electronic signature page}

Victor Ng 
Regulatory Project Manager 
Division of Transplant and Ophthalmology Products 
Office of Antimicrobial Products 
Office of New Drugs 
Center for Drug Evaluation and Research 
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