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NDA# 203168 
Addendum 1 to Quality Review #1 

For Division of Topical and Ophthalmology Products 

1.  NDA# 203168

2.  Amendment # and Date: 0011 dated 3/18/13 

3.  REVIEW DATE: 4-4-13 

4.  REVIEWER: Rao V. Kambhampati, Ph.D.

5.  PREVIOUS DOCUMENTS:  
Previous Documents Document Date 

N203168 ORIG-1 0000 (0) Quality Review 2/25/13 

6.  SUBMISSION(S) BEING REVIEWED: 

Submissions Reviewed Global Submit Date 
NDA 203-168 Amendment 0011 (11) 3/18/13 

7. NAME & ADDRESS OF APPLICANT: 

 Name: 
Bausch & Lomb Incorporated (formerly ISTA 
Pharmaceuticals, Inc.) 

Address:
50 Technology Drive 
Irvine, CA 92618 

Representative: N/A 

Telephone: 949-727-0833 

8. DRUG PRODUCT NAME/CODE/TYPE:  

a) Proprietary Name: ProlensaTM

b) Non-Proprietary Name (USAN): Bromfenac ophthalmic solution, 0.07% 
c) Code Name/# (ONDQA only): N/A 
d) Chem. Type/Submission Priority (ONDC only): 

• Chem. Type: 5 

• Submission Priority: S 

9.  LEGAL BASIS FOR SUBMISSION: NDA (CDA, 21 CFR 314.50), 505 (b)(1) 
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10.  PHARMACOL CATEGORY: Nonsteroidal anti-inflammatory drug (NSAID) 
for ophthalmic use (Cyclooxygenase 1 and 2 
inhibitor)

11.  DOSAGE FORM:  Ophthalmic solution 

12.  STRENGTH/POTENCY: 0.07% 

13.  ROUTE OF ADMINISTRATION: Topical (ocular) instillation 

14.  Rx/OTC DISPENSED:     _X__Rx         ___OTC 

15. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):
SPOTS product – Form Completed 

      X Not a SPOTS product 

16.  CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR 
FORMULA, MOLECULAR WEIGHT: 
Sodium [2-amino-3-(4-bromobenzoyl) phenyl] acetate sesquihydrate 
or
Benzeneacetic acid, 2-amino-3-(4-bromobenzoyl)-, monosodium salt, sesquihydrate 

C15H11 BrNNaO3 • 1½ H2O
383.17
USAN Name: Bromfenac sodium 
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Comments: The above revised draft labels contain all the required CMC related information 
except the carton labels do not contain equivalency statement for the active ingredient. 
Presently, the statement reads as follows:  “Each mL of Prolensa ophthalmic solution contains: 
Active: bromfenac sodium hydrate 0.805 mg”. Preservative: benzalkonium chloride (0.005%) 
……….. In this statement active is given in mg, active name includes “hydrate”, no equivalency 
statement, and benzalkonium chloride is given in %. Preservative is identified separately. 
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* Based on initial evaluation, the proposed proprietary name was determined to be 
“conditionally acceptable” (Section 1.6.3, General Correspondence, Communication of 
May 14, 2012). 

Initial Quality Assessment Branch V 
Pre-Marketing Assessment Division II 

                        OND Division : Division of Transplant and Ophthalmology Products 
                                       NDA : 203-168
                               Applicant : ISTA
                           Stamp Date : 07 June, 2012 
           Proposed Trademark : Prolensa*

                 Established Name : Bromfenac ophthalmic solution 0.07% 
                         Dosage Form : Ophthalmic solution 
      Route of Administration : Topical
                                 Strength : 0.07%

                   Indication: Treatment of inflammation and pain associated with 
cataract extraction 

                               Reviewer : Rao Kambhampati 
Quality Micro Reviewer: Steven Langille 

                            CMC Lead : Bala Shanmugam 

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

Summary and Critical Issues 

Summary 

Bromfenac ophthalmic solution 0.07% is administered once daily for the treatment of 
postoperative inflammation and reduction of ocular pain after cataract surgery. The NDA 
is filed as a 505 (b) (1). The submission is all electronic and located in the EDR (Link: 
\\CDSESUB1\EVSPROD\NDA203168\203168.enx)

ISTA, the sponsor of the NDA under review is currently marketing a similar product, 
Bromday  (bromfenac ophthalmic solution), 0.09% which was approved in 2010 (sNDA 
21664) which itself had a change in dosing regimen (QD) compared to the previously 
approved (March 2005) twice-a-day Xibrom  product.

In addition to the change in the concentration of bromfenac sodium, the current 
formulation has been slightly modified as compared to the approved product in that it 
replaces  with tyloxapol. Bausch and Lomb, the manufacturer of the 
approved product will also manufacture the new formulation. The drug substance 
manufacturer also remains to be the same (Regis Technologies). 
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IQA-NDA 203168 

Chemistry information for the drug substance, bromfenac sodium is referenced to DMF 
16414. A LOA from the DMF holder, Senju Pharmaceuticals is provided. Please note that 
Regis Technologies is the contract manufacturer of the drug substance. 

The drug product is formulated as a sterile ophthalmic solution for topical administration 
and the proposed commercial trade sizes are 1.6 mL and 3.0 mL in 7.5 mL LDPE bottle. 
Additionally, physician sample size of 0.6 mL and/or 0.8 mL in 7.5 mL LDPE bottle is 
also being proposed.  Please note that bracketing approach has been used to support 
stability of the different fill volumes. The company is requesting a shelf-life of 12-months 
for the physician sample sizes and 22-months for the 1.6 mL and 3.0 mL commercial 
sizes when stored at 15-25 C.

Manufacturing and testing facilities have been entered in EES. 

The IND related to this submission is IND 060295. Please note that a pre-NDA meeting 
was held. The minutes of the Pre-NDA meeting is attached to this IQA for immediate 
reference.

This NDA will be reviewed on a Standard time line.  

Important Timelines:

Primary reviews - March 3, 2013 
Proposed labeling to applicant- target date- March 10, 2013 
CDTL review- March 17, 2013 
Circulate action package- March 17, 2013 
PDUFA – April 7, 2013 

Drug Substance

All drug substance information related to manufacturing (contract manufactured by Regis 
Technologies) and controls is referenced to DMF 16414 (see table for status of this DMF 
at the time of this IQA). A letter of authorization from the DMF holder, Senju 
Pharmaceuticals has been provided. 
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IQA-NDA 203168 

Early action needed: 

1) Reviewer should evaluate items identified (in italics) in this IQA. 

Comments for 74-day letter 

The following comments will be communicated to the company. 

1. Please submit color mock of the carton and container labels 
2. The drug product specification proposes a test for weight loss and sodium sulfite but 

does not provide for acceptance criterion. Please propose a suitable acceptance limit 
for this test. 

Comments and Recommendation: 

Based on the perusal of this NDA, it is determined to be complete and therefore filable 
from CMC perspective. Dr. Rao Kambhampati is assigned to review this NDA.

Balajee Shanmugam        See DARRTS
CMC Lead                                            Date 

Rapti Madurawe, Ph.D.     See DARRTS
Branch Chief                       Date 
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MEMORANDUM OF MEETING MINUTES 

 
Meeting Type: Type B 
Meeting Category: Pre-NDA
 
Meeting Date and Time: August 29, 2011, Start: 9:05, End: 9:25 
Meeting Location: Bldg 22, Room 1313 

Application Number: IND 60295 
Product Name: Bromfenac ophthalmic solution, 0.07% 
Indication:   for treatment of inflammation and pain associated with cataract  
    surgery

Sponsor/Applicant Name: ISTA Pharmaceuticals, Inc. 
 
Meeting Chair: Renata Albrecht, M.D. 
Meeting Recorder: Raphael R. Rodriguez 
 
FDA ATTENDEES 
Renata Albrecht, M.D. Director, DTOP 
Wiley Chambers, M.D., Deputy Director, DTOP 
David Roeder, Assoc. Director for Regulatory Affairs, OAP 
William Boyd, M.D., Clinical Team Leader 
Rhea Lloyd, Clinical Reviewer 
Martin Nevitt, M.D.,  Clinical Reviewer 
Jennifer Harris, M.D., Clinical Reviewer 
Lucious Lim, M.D., Clinical Reviewer  
Sonal Wadhwa, M.D., Clinical Reviewer 
Yoriko Harigaya, Clinical Pharmacology Reviewer 
William Taylor, Ph.D., Nonclinical Team Leader 
Conrad Chen, Ph.D.,  Nonclinical Reviewer 
Linda Ng, Ph.D., Chemistry Reviewer 
Shrikant Pagay, Ph.D., Chemistry Reviewer  
Yan Wang, Ph.D., Statistical Team Leader  
Yunfan Deng, Ph.D., Statistical Reviewer 
Judit Milstein, Chief Project Management Staff 
Raphael Rodriguez - Regulatory Project Manager 

SPONSOR ATTENDEES 
Marv Garrett, VP, Regulatory Affairs, Quality Assurance and Compliance 
Avery Funk, Manager Regulatory Affairs 
George Baklayan, Director, Pharmaceutical Development 
Timothy McNamara, VP, Clinical research and Medical Affairs 
Kirk McMullin, VP, Operations 
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Paul Nowacki, Director, Regulatory Affairs 
Sharon Klier, Director, Clinical Research 
Edward Kim, Manager Clinical Operations 

BACKGROUND 

ISTA requested this pre-NDA meeting in order to finalize the regulatory submission plans for an 
NDA on Bromfenac ophthalmic solution, 0.07% for the treatment of inflammation and ocular 
pain associated with cataract surgery.   

DISCUSSION 

Preliminary responses to the applicant’s Pre-NDA meeting questions were provided via email 
August 26, 2011. The questions posted by ISTA in the briefing document are described in bold
format, the preliminary responses sent by the Division are in italics format and the discussions 
held during the meeting on regular font. During this meeting, only questions 2a. and 12 were 
discussed.
 
Clinical/Efficacy 
Question 1: ISTA is proposing to include these same tables in the ISE for NDA 203168 for 
Trade Name (bromfenac ophthalmic solution) 0.07% as were provided for Bromday sNDA 
021664/S013 and are included in Appendix 1 of the July 29, 2011 submission. Is this 
acceptable to the Agency? 
 
FDA Response: 
In addition to providing the tables listed in Appendix 1, a table which lists subjects who 
discontinued treatment or the study for any reason should be included as well, along with any 
adverse events reported by that patient. 

Question 2a: We plan to provide a side-by-side comparison of the pooled efficacy data for 
the (New Trade Name) 0.07% QD vs. the pooled efficacy data (as presented in S-013) for 
the currently marketed Bromday™ 0.09% QD. Appendix 2 of the submission shows the list 
of these tables.  Is this acceptable to the Agency? 
 
FDA Response: 
The side by side comparison of bromfenac ophthalmic solution 0.07% should be with the 
product’s vehicle since the controlled studies compared bromfenac ophthalmic solution 0.07% 
with its vehicle. Bromday 0.09% was not included as one of the study arms in comparison with 
bromfenac ophthalmic solution 0.07% and therefore the comparison with Bromday is a cross 
study comparison. An appropriate comparison between concentrations would be expected to 
include each concentration in the same study. We recommended that the 0.09% concentration be 
included as one of the study arms in our response to your SPA dated April 14, 2011. 
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Meeting Discussion: 
The Division recommended head to head comparisons performed in same trial.     

Question 2b: ISTA proposes to re-provide the 4 clinical studies that comprise the pooled 
efficacy data for Bromday™ 0.09% QD that will be used in the side-by-side comparison 
(Question 2a). These studies were submitted, reviewed and approved in NDA 021664/S-013. 
ISTA will provide the location in NDA 021664, of other BID bromfenac ophthalmic 
solution clinical study reports, but we will not provide a hyperlink from NDA 203168 to 
NDA 021664. Is this acceptable to the Agency? 
 
FDA Response: A hyperlink is not required and as noted in the response to question 2a, 
a side by side efficacy comparison may be difficult to interpret because it is a cross study 
comparison. 

Question 3: In sNDA 021664/S-013, Bromday™ (bromfenac ophthalmic solution) 
0.09%, ISS tables as shown in were submitted, reviewed and approved by the Agency. 
ISTA is planning to provide integrated analysis of safety data for two well controlled 
pivotal trials for the new drug product. We are planning to use these same tables for 
NDA 203168 for Trade Name (bromfenac ophthalmic solution) 0.07%. Is this acceptable to 
the Agency? 
 
FDA Response: Acceptable 

Question 4: We plan to provide side-by-side comparison of the pooled safety data for 
Trade Name 0.07% QD vs. the pooled side-by-side safety data (as presented in S-013) for 
Bromday 0.09%. Appendix 4 shows a list of these tables. Is this acceptable to the Agency? 
 
FDA Response: The side by side comparison of bromfenac ophthalmic solution 0.07% should be 
with the product’s vehicle since the controlled studies compared bromfenac ophthalmic solution 
0.07% with its vehicle. Bromday 0.09% was not included as one of the study arms in comparison 
with bromfenac ophthalmic solution 0.07% and therefore the comparison with Bromday is a 
cross study comparison. We recommended that the 0.09% concentration be included as one of 
the study arms in our response to your SPA dated April 14, 2011. 

Question 5a: For ease of review, ISTA is resubmitting the 4 study reports to NDA 203168 
necessary for the side-by-side comparison of the 0.09% QD with the New Trade Name 
0.07% QD product. Is this acceptable to the Agency? 
 
FDA Response: Acceptable 

Question 5b: As seen in the column, “location of study report” (Appendix 5), we will 
provide (and not re-submit) the location of previously referenced Clinical Study Reports 
that were referenced for the approval of Bromday (sNDA 021664/S-013). Is this acceptable 
to the Agency? 
 
FDA Response: Acceptable. 
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Question 6: Does the Agency agree that the addition of the baseline observation carried 
forward (BOCF) analysis and multiple imputations, along with the previously described 
sensitivity analysis described in the protocol and SAP (Appendix 6), are sufficient to 
evaluate the robustness of the study results? 
 
FDA Response: The proposed sensitivity analysis seems to be sufficient. The conclusion of the 
robustness of the study results will be a review issue. 
 
Nonclinical 
Question 7: Numerous clinical and non-clinical pharmacokinetic (PK) studies have been 
performed on various formulations and concentrations (lower and higher than the 
proposed 0.07% concentration) of bromefenac ophthalmic solutions. These PK studies have 
been previously submitted to NDA 021664. 
 
The two well controlled, pivotal clinical trials included in this NDA are adequately 
designed to demonstrate clinical safety and efficacy. ISTA believes that the existing PK 
data is scientifically adequate to support Trade Name (bromfenac ophthalmic solution) 
0.07% and that no additional PK studies are needed. Does the Agency agree? 
 
FDA Response: We agree that the clinical PK studies listed in Appendix 5 in your briefing 
package are adequate to support filing of an NDA for bromfenac ophthalmic solution 0.07% and 
no additional clinical PK studies are needed. 

Question 8: Numerous animal toxicology studies have been performed on various 
formulations and concentrations of bromfenac ophthalmic solutions. These toxicology 
studies have been previously submitted to NDA 021664. 
 
The two well controlled, pivotal clinical trials included in this NDA are adequately 
designed to demonstrate clinical safety and efficacy. ISTA believes that existing animal 
toxicology data is scientifically adequate to support the safety of Trade Name (bromfenac 
ophthalmic solution) 0.07% and no additional toxicology studies are needed. Does the 
Agency agree? 
 
FDA Response: Please submit to the NDA a comparison of the excipients in the new 
(0.07% bromfenac) formulation and the previously approved formulation (0.09% bromfenac), 
and include a discussion of the safety of any new excipients not included in the approved 
formulation. If you are using new excipients, they may need to be qualified in the future. 
 
Question 9: ISTA plans to submit data files in the CDISC SDTM and ADaM format with 
the defined xml files for Clinical Study S-00124. Is this acceptable to the Agency

FDA Response: Acceptable 
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Question 10: This is the first time ISTA will be submitting data files in the CDISC 
SDTM and Adam format in an NDA. Does CDER have a process for applicants to submit 
the datasets through the Gateway test environment using the proper M5 folder structure to 
assure there are no issues prior to filing the NDA? 
 
FDA Response: The process for submitting data files in the CDISC SDTM and ADaM format is 
the same as when you submit the datasets in other format. 

Question 11: Since this is an electronic submission; ISTA understands that the Los 
Angeles District office will obtain their field copy through their access to the FDA network. 
ISTA will NOT provide a paper copy of any Module. Is this acceptable to the Agency? 
 
FDA Response: Acceptable 
 
CMC 
Question:12a: Does the Agency agree with the stability data plan above for the original 
NDA submission and the 4 month safety update? 
 
FDA Response: Please follow stability data requirements per ICH Q1 (R2) Stability Guidelines 
“Stability Testing of New Drug Substances and Products” and submit the required data, i.e., 12 
months under long term storage conditions and 6 months under accelerated condition for at least 
3 primary batches in commercial container closure system (registration batches) with the 
original NDA application. 

Meeting Discussion: 
The Division expects a minimum of 12 months stability data at the time of NDA submission. 
ISTA raised the possibility of submitting 6 months of stability data in the NDA, with assignment 
of a shorter shelf-life, or with an extension of dating based on long-term data from 3 production 
scale batches.  The Division responded that they would discuss internally and provide a response 
at a later date. 

Post-Meeting Follow-up response: 
Due to the implementation of Good Review Management Practices (GRMP) all NDAs are 
expected to be complete at the time of initial submission.  This includes the primary stability data 
package, corresponding data summaries and statistical analysis of the data necessary to 
establish a shelf life.  ONDQA recommends the amount of stability data and supporting 
information provided be sufficient to support a commercially viable product (typically 
considered to have one year or greater expiry). Therefore, ONDQA, in accordance to ICH Q1A, 
recommends that a minimum of 12 months real time data and 6 months accelerated data be 
submitted in the initial NDA submission for at least 3 lots of the proposed commercial drug 
product. As per GRMP, all NDAs are to be complete in the original submission and any new 
information, including stability data, submitted subsequent to the original NDA submission may 
or may not be reviewed as resources allow. 
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Question:12b: Does the Agency agree that this amount of stability data is acceptable in 
support of an  shelf-life? 
 
FDA Response: Please see our response to Question 12a. Establishing the shelf life is a 
review issue. The drug product shelf life will be established based on satisfactory review 
of the data requested above and statistical analysis. 
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PRODUCT QUALITY (Small Molecule) 
FILING REVIEW FOR NDA or Supplement (ONDQA)

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 16414 
and a LOA has been provided. Please note that 
Regis Technologies is the contract manufacturer 
for the DMF holder.

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) 

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