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EXCLUSIVITY SUMMARY

NDA # 204251          SUPPL #          HFD #       

Trade Name   SIMBRINZA 

Generic Name   brinzolamide/brimonidine tartrate ophthalmic suspension 1%/0.2%      

Applicant Name: Alcon Research, Ltd.               

Approval Date, If Known:   April 19, 2013       

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission. 

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement? 
                                           YES  NO 

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8 

 505(b)(2) 

c)  Did it require the review of clinical data other than to support a safety claim or change in 
labeling related to safety?  (If it required review only of bioavailability or bioequivalence 
data, answer "no.") 

    YES  NO 

If your answer is "no" because you believe the study is a bioavailability study and, therefore, 
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your 
reasons for disagreeing with any arguments made by the applicant that the study was not 
simply a bioavailability study.     

If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:              
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d)  Did the applicant request exclusivity? 
   YES  NO 

If the answer to (d) is "yes," how many years of exclusivity did the applicant request? 

3 years 

e) Has pediatric exclusivity been granted for this Active Moiety? 
   YES  NO 

    
Pediatric exclusivity has been granted for brinzolamide 

      If the answer to the above question in YES, is this approval a result of the studies submitted in 
response to the Pediatric Written Request? 

      No 

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO 
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.

2.  Is this drug product or indication a DESI upgrade? 
     YES  NO 

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS 
ON PAGE 8 (even if a study was required for the upgrade).

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2 as appropriate) 

1.  Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the same 
active moiety as the drug under consideration?  Answer "yes" if the active moiety (including other 
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this 
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen 
or coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) 
has not been approved.  Answer "no" if the compound requires metabolic conversion (other than 
deesterification of an esterified form of the drug) to produce an already approved active moiety. 

                           YES  NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).
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NDA#             

NDA#             

NDA#             

2.  Combination product.

If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously 
approved an application under section 505 containing any one of the active moieties in the drug 
product?  If, for example, the combination contains one never-before-approved active moiety and 
one previously approved active moiety, answer "yes."  (An active moiety that is marketed under an 
OTC monograph, but that was never approved under an NDA, is considered not previously 
approved.)

   YES  NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).

NDA# 20816 Azopt (brinzolamide) 

NDA# 20613 Alphagan (brimonidine tartrate) 

NDA#             

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE 
SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary should 
only be answered “NO” for original approvals of new molecular entities.)  
IF “YES,” GO TO PART III. 

PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new 
clinical investigations (other than bioavailability studies) essential to the approval of the application 
and conducted or sponsored by the applicant."  This section should be completed only if the answer 
to PART II, Question 1 or 2 was "yes."

1.  Does the application contain reports of clinical investigations?  (The Agency interprets "clinical 
investigations" to mean investigations conducted on humans other than bioavailability studies.)  If 
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the application contains clinical investigations only by virtue of a right of reference to clinical 
investigations in another application, answer "yes," then skip to question 3(a).  If the answer to 3(a) 
is "yes" for any investigation referred to in another application, do not complete remainder of 
summary for that investigation.  

   YES  NO 

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2.  A clinical investigation is "essential to the approval" if the Agency could not have approved the 
application or supplement without relying on that investigation.  Thus, the investigation is not 
essential to the approval if 1) no clinical investigation is necessary to support the supplement or 
application in light of previously approved applications (i.e., information other than clinical trials, 
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or 
505(b)(2) application because of what is already known about a previously approved product), or 2) 
there are published reports of studies (other than those conducted or sponsored by the applicant) or 
other publicly available data that independently would have been sufficient to support approval of 
the application, without reference to the clinical investigation submitted in the application. 

(a) In light of previously approved applications, is a clinical investigation (either conducted 
by the applicant or available from some other source, including the published literature) 
necessary to support approval of the application or supplement? 

   YES  NO 

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval 
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8: 

(b) Did the applicant submit a list of published studies relevant to the safety and 
effectiveness of this drug product and a statement that the publicly available data would not 
independently support approval of the application? 

   YES  NO 

(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree 
with the applicant's conclusion?  If not applicable, answer NO. 

     YES  NO 

     If yes, explain:                                      

                                                              

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or 
sponsored by the applicant or other publicly available data that  could independently 
demonstrate the safety and effectiveness of this drug product?  
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   YES  NO 

     If yes, explain:

                                                              

(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical 
investigations submitted in the application that are essential to the approval: 

Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.

3.  In addition to being essential, investigations must be "new" to support exclusivity.  The agency 
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the 
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does 
not duplicate the results of another investigation that was relied on by the agency to demonstrate the 
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the 
agency considers to have been demonstrated in an already approved application.   

a) For each investigation identified as "essential to the approval," has the investigation been 
relied on by the agency to demonstrate the effectiveness of a previously approved drug 
product?  (If the investigation was relied on only to support the safety of a previously 
approved drug, answer "no.") 

Investigation #1         YES  NO 

Investigation #2         YES  NO 

If you have answered "yes" for one or more investigations, identify each such investigation 
and the NDA in which each was relied upon: 

b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support the 
effectiveness of a previously approved drug product? 

Investigation #1      YES  NO 

Investigation #2      YES  NO 
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If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on: 

c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application 
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any 
that are not "new"): 

 Investigation # 1 
 Study C-10-033-“Three Month Efficacy and Safety Study of a Fixed Combination of 
 Brinzolamide 1%/ Brimonidine 0.2% compared to Brinzolamide 1% and  Brimonidine 
 0.2% All Dosed Three Times Daily in Patients with Open-Angle  Glaucoma and/or 
 Ocular Hypertension” 

 Investigation # 2 
 Study C-10-039- A Three-Month, Randomized, Double-Masked, Parallel-Group Study 
 with a Planned Three-Month Safety Extension of the Efficacy and Safety of a Fixed 
 Combination of Brinzolamide 1%/Brimonidine 0.2% Compared to Brinzolamide 1% and 
 Brimonidine 0.2% All Dosed Three Times Daily in Patients with Open-Angle Glaucoma 
 and/or Ocular Hypertension” 

4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
been conducted or sponsored by the applicant.  An investigation was "conducted or sponsored by" 
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of 
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor 
in interest) provided substantial support for the study.  Ordinarily, substantial support will mean 
providing 50 percent or more of the cost of the study. 

a) For each investigation identified in response to question 3(c): if the investigation was 
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor? 

Investigation #1   ! 
     ! 

 IND # 106293  YES   !  NO       
      !  Explain:   
                                 

Investigation #2   ! 
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!
 IND # 106293  YES    !  NO  
      !  Explain:  
                                      
         

(b) For each investigation not carried out under an IND or for which the applicant was not 
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in 
interest provided substantial support for the study? 

Investigation #1   ! 
!

YES      !  NO  
Explain:    !  Explain:  

                 

 Investigation #2   ! 
!

YES       !  NO  
Explain:    !  Explain:  

              
         

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that 
the applicant should not be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for exclusivity.  However, if all rights to the 
drug are purchased (not just studies on the drug), the applicant may be considered to have 
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.) 

  YES  NO 

If yes, explain:

=================================================================

Name of person completing form:  Judit Milstein                       
Title:  Chief, Project Management Staff 
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Date:  April 18, 2013 

Name of Office/Division Director signing form:  Renata Albrecht, MD 
Title:  Director, Division of Transplant and Ophthalmology Products 

Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12 
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Version:  1/27/12 

• [505(b)(2) applications]  For each paragraph IV certification, based on the 
questions below, determine whether a 30-month stay of approval is in effect due 
to patent infringement litigation.   

Answer the following questions for each paragraph IV certification: 

(1) Have 45 days passed since the patent owner’s receipt of the applicant’s 
notice of certification? 

(Note:  The date that the patent owner received the applicant’s notice of 
certification can be determined by checking the application.  The applicant 
is required to amend its 505(b)(2) application to include documentation of 
this date (e.g., copy of return receipt or letter from recipient 
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))). 

If “Yes,” skip to question (4) below.  If “No,” continue with question (2). 

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) 
submitted a written waiver of its right to file a legal action for patent 
infringement after receiving the applicant’s notice of certification, as 
provided for by 21 CFR 314.107(f)(3)? 

If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip the rest of the patent questions.   

If “No,” continue with question (3). 

(3) Has the patent owner, its representative, or the exclusive patent licensee 
filed a lawsuit for patent infringement against the applicant?  

(Note:  This can be determined by confirming whether the Division has 
received a written notice from the (b)(2) applicant (or the patent owner or 
its representative) stating that a legal action was filed within 45 days of 
receipt of its notice of certification.  The applicant is required to notify the 
Division in writing whenever an action has been filed within this 45-day 
period (see 21 CFR 314.107(f)(2))). 

If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee) 
has until the expiration of the 45-day period described in question (1) to waive 
its right to bring a patent infringement action or to bring such an action.  After 
the 45-day period expires, continue with question (4) below.    

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) 
submit a written waiver of its right to file a legal action for patent 
infringement within the 45-day period described in question (1), as 
provided for by 21 CFR 314.107(f)(3)? 

If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip to the next section below (Summary Reviews).   

If “No,” continue with question (5). 

Yes        No         

Yes        No

Yes        No

Yes        No
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From: Milstein, Judit
To: "Sharif, Naj"
Subject: Your NDA 204251-Simbrinza-Information Request
Date: Monday, March 18, 2013 9:20:00 AM

NDA 204251-Simbrinza

Naj, 
In order to continue with the timely review of your submission, we request that you
provide the following information no later than March 25, 2013.

1. Regarding the two year rat and mouse oral carcinogenicity studies for
brinzolamide (summarized in the label drafts and in NDA module 2.6.6), the
study reports were not identified either in NDA 204251 or in the NDA for the
listed drug. The CDER Carcinogenicity Assessment Committee (CAC)’s review
of the study reports was not identified in the NDA or the referenced NDA. Please
provide the location of these study reports (e.g. date submitted, file numbers they
were submitted to).

2. It is preferable to provide exposure multiples based on systemic AUC data in
nonclinical sections 8 and 13. If adequate pharmacokinetic/toxicokinetic data are
available, please calculate exposure multiples based on systemic AUC data for
label sections 8 and 13, and provide the datasets used to make these calculations.

Please, let me know if you have any question with regard to this request.

Thank you
Judit Milstein
Chief, Project Management Staff
DTOP/OAP/CDER
Food and Drug Administration
10903 New Hampshire Avenue
Building 22, Room 6170
Silver Spring, MD 20993
Phone: 301-796-0763
Fax: 301-796-9881
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 204251 INFORMATION REQUEST 

Alcon Research, Ltd. 
Attention: Katherine Rath 
Assistant Director, Regulatory Affairs 
6201 South Freeway (R3-52) 
Fort Worth, TX 76134-2099 

Dear Ms. Rath: 

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Brinzolamide 1%/Brimonidine tartrate 0.2%, suspension. 

We are reviewing the Chemistry, Manufacturing and Controls section of your submission and 
have the following comments and information requests.  Please provide a prompt written 
response by January 17, 2013, in order to continue our evaluation of your NDA. 

We have reviewed your Response to Information Request dated December 14, 2014. Your 
proposed acceptance criterion of NMT  for any unspecified impurity is not justified 
even though it is based on the minor component brimonidine. Unspecified impurities are 
intended to include any unknown impurities including leachables and degradation products.
As the eye is a sensitive organ, for ophthalmic products intended for delivery to the eye, the 
Division has consistently recommended the thresholds for any single unspecified impurity be 
set lower than those in Q3B (R2) for the same dose range. We continue to recommend 
tightening the proposed acceptance criterion of NMT  for any single unspecified 
impurity. In alignment with your Brimonidine Tartrate Ophthalmic Solution, 0.2% (ANDA # 
76-254), we recommend that the acceptance criterion of this NDA be also set at NMT 

 of brimonidine for any single unspecified impurity.

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 

Reference ID: 3244183
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Date:  December 14, 2012 

To:  Alcon Research, Ltd. 

From: Clinical Reviewer 

Re: NDA 204251 (brinzolamide 1%/brimonidine 0.2% ophthalmic 
suspension) 

Request for Information 

Please, see information request in addition to the ones dated December 10 and 11, 2012. 

Please provide the location of the following analyses for the Intent-to-Treat population 
with LOCF and Per Protocol population observed cases in Studies C-10-033 and C-10-
039:

Upper and lower 95% CI for the mean difference in IOP at each time point at the 
Eligibility Study Visit (i.e. mean IOP of the combination minus brinzolamide and 
mean IOP of the combination minus brimonidine at 8AM, +2 hrs, + 7 hrs, and +9 
hrs at Eligibility 1 Visit [E1] and Eligibility 2 Visit [E2]).  

Please provide the location of the following analyses for the Intent-to-Treat population 
with LOCF and Per Protocol population observed cases in Study C-09-038: 

Upper and lower 95% CI for the mean difference in IOP at each time point at the 
Eligibility Study Visit (i.e. mean IOP of the combination minus brinzolamide, 
mean IOP of the combination minus brimonidine, and combination minus 
brinzolamide + brimonidine given concomitantly at 8AM, +2 hrs, +7 hrs, and +9 
hrs at Eligibility 1 Visit [E1] and Eligibility 2 Visit [E2]). 

If these analyses have not been performed, please submit.  

If you have any questions with regards to this information request, please contact me at 
301-796-0763.

Thank you 
Judit Milstein 
Chief, Project Management Staff 
Division of Transplant and Ophthalmology Products 
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equipment variation. The studies outlined in your report do not meet this 
requirement as you have provided only the Standard Deviation from either one-
level or two-level replicates, which are considered precision-repeatability studies. 

d) Please explain how Sensitivity (LOQ) is calculated.  No LOQ data is provided in 
TDOC-0010126. In addition, we recommend that limit of detection (LOD) be 
included in the validation protocol when the method is used for impurity limit 
test. 

e) We note that a multivariate design of experiments (DOE) study was used in 
determining the robustness of the HPLC method.  In the report, you state that 
“The results of the DOE establish a design space for the method.” However, it is 
not clear to us what the design space is on the basis of the results presented in the 
report.  Please confirm: (1) the purpose of the DOE studies was only to evaluate 
the robustness of the HPLC method, PROC-0004824; (2) the method will be 
operated under the standard (center point) conditions; and (3) any future changes 
to the method parameters beyond the target conditions will be subject to standard 
regulatory post approval procedures. 

 
3. In reference to TDOC-0009927 concerning the validation of PROC-0000689 for the assay of 

boric acid, please provide acceptance criteria for the parameters to be validated and justify 
the acceptability of the high y-intercept value  

 
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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Date:  December 11, 2012 

To:  Alcon Research, Ltd. 

From: Clinical Reviewer 

Re: NDA 204251 (brinzolamide 1%/brimonidine 0.2% ophthalmic 
suspension) 

Request for Information

Please provide the location of the following analyses for the Intent-to-Treat population 
with LOCF and Per Protocol population observed cases in Study C-09-038: 

Upper and lower 95% CI for the mean difference in IOP at each time point and 
study visit (i.e. mean IOP of the combination minus brinzolamide, mean IOP of 
the combination minus brimonidine, and  combination minus brinzolamide + 
brimonidine given concomitantly at 8AM, +2 hrs, + 7 hrs, and +9 hrs at Study 
Visits Week 2 and Week 6).  

If they have not been performed, please submit.  

If you have any questions with regards to this information request, please contact me at 
301-796-0763.

Thanks
Judit Milstein 
Chief, Project Management Staff 
Division of Transplant and Ophthalmology Products 
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Date:  December 10, 2012 

To:  Alcon Research, Ltd. 

From: Clinical Reviewer 

Re: NDA 204251 (brinzolamide 1%/brimonidine 0.2% ophthalmic 
suspension) 

Request for Information

Please provide the location of the following analyses for the Intent-to-Treat population 
with LOCF and Per Protocol population observed cases in Studies C-10-033 and C-10-
039:

Upper and lower 95% CI for the mean difference in IOP at each time point and 
study visit (i.e. mean IOP of the combination minus brinzolamide and mean IOP 
of the combination minus brimonidine at 8AM, +2 hrs, +  hrs, and +9 hrs at Study 
Visits Week 2, Week 6, and Month 3).  

If they have not been performed, please submit.  

If you have any questions with regards to this information request, please contact me at 
301-796-0763.

Thanks
Judit Milstein 
Chief, Project Management Staff 
Division of Transplant and Ophthalmology Products 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 204251 INFORMATION REQUEST 

Alcon Research, Ltd. 
Attention: Katherine Rath 
Assistant Director, Regulatory Affairs 
6201 South Freeway (R3-52) 
Fort Worth, TX 76134-2099 

Dear Ms. Rath: 

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Brinzolamide 1%/Brimonidine tartrate 0.2%, suspension.  

We are reviewing the Chemistry, Manufacturing and Controls section of your submission and 
have the following comments and information requests.  Please provide a prompt written 
response by December 14, 2012, in order to continue our evaluation of your NDA.

Drug Substance

1. The stability tables for brinzolamide batches from  are not in English.  Provide an 
English translation of these tables. 

Drug Product

2. In accordance with CFR 314.50 complete description of the commercial scale drug product 
manufacturing processes should be provided and should include all process parameters. 
Additionally, notification of all changes including changes to process parameters beyond the 
ranges/variations provided for in the application should be provided in accordance with 
21CFR 314.70. Taking the above into consideration, 

a) Confirm that the process parameter ranges as provided in the MBR (Master Batch 
Record) in section 3.2.R supplements the drug product manufacturing process 
description provided in section 3.2.P.3.3, and that the MBR provides operating 
ranges/set points for the process parameters not included in section 3.2.P.3.3. The 
Agency recognizes that changes to non-critical process parameters can usually be 
managed under the firm’s quality system without the need for regulatory review 
and approval prior to implementation.  

b) Provide appropriate operating ranges for all the process parameters (e.g. pH, 
temperature, processing time), instead of open ended settings or justification for 
the open ended ranges. 

Reference ID: 3218105
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7. The drug product is packaged in  containers. The refrigerated (long-term) 
stability condition you have used is 5ºC/35%RH. The ICH Q1A(R2) recommended 
refrigerated condition is 5ºC ± 3 ºC. Discuss the reason for instituting a 35% RH control for 
the refrigerated condition and its potential impact on the stability data. 

8. The proposed shelf-life for the drug product is listed as 78 weeks (or 18 months) in Section 
3.2.P.8.1 and as  Please 
reconcile.

9. Include a metals test either in the final drug product specification or as an in-process control 
test in order to avoid the possible contamination of metal particles including  
through product life-cycle. 

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 

Reference ID: 3218105
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 204251 
 FILING COMMUNICATION

Alcon Research, Ltd. 
Attention: Norma Schafer 
      Senior Manager, Regulatory Affairs 
6201 South Freeway (R3-52) 
Fort Worth, TX 76134-2099 

Dear Ms. Schafer: 

Please refer to your New Drug Application (NDA) dated and received June 19, 2012, received, 
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, for 
brinzolamide 1%/brimonidine tartrate 0.2% suspension). 

We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Standard.  Therefore, the user fee goal date is April 19, 
2013.

We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, 
midcycle, team and wrap-up meetings).  Please be aware that the timelines described in the 
guidance are flexible and subject to change based on workload and other potential review issues 
(e.g., submission of amendments).  We will inform you of any necessary information requests or 
status updates following the milestone meetings or at other times, as needed, during the process.  
If major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by March 29, 2013. 

PROMOTIONAL MATERIAL

You may request advisory comments on proposed introductory advertising and promotional 
labeling.   Please submit, in triplicate, a detailed cover letter requesting advisory comments (list 
each proposed promotional piece in the cover letter along with the material type and material 
identification code, if applicable), the proposed promotional materials in draft or mock-up form 
with annotated references, and the proposed package insert (PI).  Submit consumer-directed, 
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professional-directed, and television advertisement materials separately and send each 
submission to: 

Food and Drug Administration  
Center for Drug Evaluation and Research 
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.  

If you have any questions, call Judit Milstein, Chief, Project Management Staff at 301-796-0763. 

Sincerely,

{See appended electronic signature page} 

Renata Albrecht, MD 
Director 
Division of Transplant and Ophthalmology Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE 

FOOD AND DRUG ADM NISTRATION

REQUEST FOR OPDP (previously DDMAC) LABELING REVIEW 
CONSULTATION

**Please send immediately following the Filing/Planning meeting** 
TO:  

CDER-DDMAC-RPM

FROM: (Name/Title, Office/Division/Phone number of requestor)

Judit Milstein (6-0763) 

Chief, Project Management Staff 

Division of Transplant and Ophthalmology Products

REQUEST DATE 
August 20, 2012 

IND NO. NDA/BLA NO. 
N 204251

TYPE OF DOCUMENTS: NDA submission 
(PLEASE CHECK OFF BELOW)

NAME OF DRUG 

Simbrinza
(brinzolamide/brimonidine tartrate) 

PRIORITY CONSIDERATION CLASSIFICATION OF DRUG 
ophthalmic

DESIRED COMPLETION DATE  
March 19, 2013 

NAME OF FIRM: 

Alcon Research PDUFA Date: April 19, 2013 

TYPE OF LABEL TO REVIEW

TYPE OF LABELING: 
(Check all that apply) 

PACKAGE INSERT (PI)
 PATIENT PACKAGE INSERT (PPI) 
 CARTON/CONTAINER LABELING 
 MEDICATION GUIDE 
 INSTRUCTIONS FOR USE(IFU) 

TYPE OF APPLICATION/SUBMISSION 
  ORIGINAL NDA/BLA 
 IND 
 EFFICACY SUPPLEMENT 
SAFETY SUPPLEMENT 
LABELING SUPPLEMENT 
 PLR CONVERSION 

REASON FOR LABELING CONSULT 
  INITIAL PROPOSED LABELING 
LABELING REVISION 

EDR link to submission: \\CDSESUB1\EVSPROD\NDA204251\204251.enx

Please Note:  There is no need to send labeling at this time.  OPDP reviews substantially complete labeling, which has already 
been marked up by the CDER Review Team. After the disciplines have completed their sections of the labeling, a full review team
labeling meeting can be held to go over all of the revisions.  Within a week after this meeting, “ substantially complete”  labeling
should be sent to OPDP.  Once the substantially complete labeling is received, OPDP will complete its review within 14 calendar
days.
COMMENTS/SPECIAL INSTRUCTIONS:

Mid-Cycle Meeting: TBD 
Labeling Meetings: TBD
Wrap-Up Meeting: TBD

SIGNATURE OF REQUESTER:: Judit Milstein, CPMS 

SIGNATURE OF RECEIVER METHOD OF DELIVERY (Check one) 
  eMAIL  DARRTS   HAND 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE 

FOOD AND DRUG ADM NISTRATION
REQUEST FOR CONSULTATION

TO (Division/Office):
Mail: OSE 

FROM: Judit Milstein, CPMS 
Division of Transplant and Ophthalmology Products (DTOP_ 
6-0763 

DATE: August 20, 2012 IND NO. NDA NO. 
204251

TYPE OF DOCUMENT 
NDA submission

DATE OF DOCUMENT 
June 19, 2012

NAME OF DRUG: Simbrinza 
(brinzolamide/brimonidine tartrate suspension), 
1%/0.2%, 

PRIORITY CONSIDERATION CLASSIFICATION OF DRUG 
Ophthalmic

DESIRED COMPLETION DATE 
March 19, 2013

NAME OF FIRM: Alcon Research

REASON FOR REQUEST

I. GENERAL

  NEW PROTOCOL 
  PROGRESS REPORT 
  NEW CORRESPONDENCE 
  DRUG ADVERTISING 
  ADVERSE REACTION REPORT 
  MANUFACTURING CHANGE/ADDITION 
  MEETING PLANNED BY

  PRE--NDA MEETING 
  END OF PHASE II MEETING 
  RESUBMISSION 
  SAFETY/EFFICACY 
  PAPER NDA 
  CONTROL SUPPLEMENT

  RESPONSE TO DEFICIENCY LETTER 
  FINAL PRINTED LABELING 
  LABELING REVISION 
  ORIGINAL NEW CORRESPONDENCE 
  FORMULATIVE REVIEW 
  OTHER (SPECIFY BELOW): New NDA 

II. BIOMETRICS

STATISTICAL EVALUATION BRANCH STATISTICAL APPLICATION BRANCH

  TYPE A OR B NDA REVIEW 
  END OF PHASE II MEETING 
  CONTROLLED STUDIES 
  PROTOCOL REVIEW 
  OTHER (SPECIFY BELOW): 

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

III. BIOPHARMACEUTICS

  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE IV STUDIES 

  DEFICIENCY LETTER RESPONSE 
  PROTOCOL-BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

IV. DRUG EXPERIENCE

  PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 
  DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 
  CASE REPORTS OF SPECIFIC REACTIONS (List below) 
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP 

  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY 
  SUMMARY OF ADVERSE EXPERIENCE 
  POISON RISK ANALYSIS 

V. SCIENTIFIC INVESTIGATIONS

  CLINICAL   PRECLINICAL 

COMMENTS/SPECIAL INSTRUCTIONS: 
This is an electronic NDA. Submission can be located at:

\\CDSESUB1\EVSPROD\NDA204251\204251.enx

Substantially complete label and labeling will be provided to OSE as review progresses

SIGNATURE OF REQUESTER: Judit Milstein, CPMS, DTOP METHOD OF DELIVERY (Check one) 
  MAIL   DARRTS   HAND 

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER 
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DEPARTMENT OF HEALTH & HUMAN SERVICES
Public Health Service
Food and Drug Administration
Silver Spring, MD  20993

IND 106293
NDA 204251 

PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE 

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

ATTENTION: Katherine Rath
Assistant Director, Regulatory Affairs 

Dear Ms. Rath:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) of the 
Federal Food, Drug, and Cosmetic Act and your New Drug Application (NDA) Application, dated and 
received, June 19, 2012, submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act for 
Brinzolamide and Brimonidine Tartrate Ophthalmic Suspension 1%/0.2%.

We also refer to:

your February 27, 2012, correspondence, received February 28, 2012, requesting review of your 
proposed proprietary name, Simbrinza, under the IND; and

your correspondence, dated and received July 3, 2012, requesting review of your proposed 
proprietary name, Simbrinza, under the NDA.

We have completed our review of the proposed proprietary name, Simbrinza and have concluded that it is 
acceptable. The proposed proprietary name, Simbrinza, will be re-reviewed 90 days prior to the approval 
of the NDA. If we find the name unacceptable following the re-review, we will notify you.  Additionally, if 
any of the proposed product characteristics as stated in your July 3, 2012, submission are altered prior to 
approval of the marketing application, the proprietary name should be resubmitted for review. 

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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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 204251 
NDA ACKNOWLEDGMENT

Alcon Research, Ltd. 
Attention: Katherine Rath 
      Assistant Director, Regulatory Affairs 
6201 South Freeway (R3-52) 
Fort Worth, TX 76134-2099 

Dear Ms. Rath: 

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: Brinzolamide 1%/Brimonidine tartrate 0.2%, suspension 

Date of Application: June 19, 2012 

Date of Receipt: June 19, 2012 

Our Reference Number:  NDA 204251 

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 August 18, 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). 
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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: 

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.

Secure email between CDER and applicants is useful for informal communications when 
confidential information may be included in the message (for example, trade secrets or patient 
information).  If you have not already established secure email with the FDA and would like to 
set it up, send an email request to SecureEmail@fda.hhs.gov. Please note that secure email may 
not be used for formal regulatory submissions to applications. 

If you have any questions, call me at 301-796-0763. 

Sincerely,

{See appended electronic signature page}

Judit Milstein 
Chief, Project Management Staff 
Division of Transplant and Ophthalmology 

Products
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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