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INFORMATION PROVIDED VIA RELIANCE  
(LISTED DRUG OR LITERATURE) 

2) List the information essential to the approval of the proposed drug that is provided by reliance 
on our previous finding of safety and efficacy for a listed drug or by reliance on published 
literature. (If not clearly identified by the applicant, this information can usually be derived 
from annotated labeling.)

Source of information* (e.g., 
published literature, name of 
referenced product)

Information provided (e.g., 
pharmacokinetic data, or specific 
sections of labeling)

Alphagan (brimonidine tartrate), NDA 
20613-Allergan 

Contraindications, Warnings & 
Precautions, Adverse Reactions, Drug 
Interactions, Use in Specific Populations, 
Overdosage, Description, Clinical 
Pharmacology, Non-Clinical Toxicology, 
Patient Counseling Information 

 *each source of information should be listed on separate rows 

3) Reliance on information regarding another product (whether a previously approved product 
or from published literature) must be scientifically appropriate.  An applicant needs to 
provide a scientific “bridge” to demonstrate the relationship of the referenced and proposed 
products.  Describe how the applicant bridged the proposed product to the referenced 
product(s).  (Example: BA/BE studies) 

The application has been submitted as a 505(b)(2) application because the applicant (Alcon) 
does not have a right to reference some of the non-clinical studies used to support the 
Pregnancy, Nursing Mothers, and Carcinogenesis, Mutagenesis, Impairment of Fertility 
sections of the labeling.  Alcon also does not have a right to reference some of the studies 
which support the labeling references to brimonidine ophthalmic solution.  The drug product 
which is the subject of this application (Simbrinza (brinzolamide/brimonidine ophthalmic 
suspension) 1%/0.2%) is linked to the non-clinical studies by chemical analyses which 
confirm that brimonidine tartrate is a component of both Simbrinza and the oral drug 
product that was used in the non-clinical studies.  The drug product used for the non-clinical 
studies is not Simbrinza, but is instead an oral product given to exaggerate the potential 
exposure of brimonidine.  The use of this different oral product is necessary to exaggerate the 
potential exposure.  The oral product used to exaggerate the potential exposure is the same 
as was used to exaggerate the exposure of the reference drug product in NDA 20-613.  
References to brimonidine ophthalmic solution in the labeling do not refer to Simbrinza, but 
instead refer to the reference drug product in NDA 20-613.  They are included in the labeling 
of Simbrinza because the regulations require the inclusion of relevant 
Warnings/Precautions/Adverse Events associated with products in the same class as the drug 
product which is the subject of this application. 

Reference ID: 3296037



NDA 204251 505(b)(2) form Page 3  

RELIANCE ON PUBLISHED LITERATURE 

4) (a) Regardless of whether the applicant has explicitly stated a reliance on published literature 
to support their application, is reliance on published literature necessary to support the 
approval of the proposed drug product (i.e., the application cannot be approved without the 
published literature)? 

                                                                                                                   YES        NO 
If “NO,” proceed to question #5. 

(b) Does any of the published literature necessary to support approval identify a specific (e.g., 
brand name) listed drug product?  

                                                                                                                   YES        NO 
If “NO”, proceed to question #5. 

If “YES”, list the listed drug(s) identified by name and answer question #4(c).
Alphagan

(c) Are the drug product(s) listed in (b) identified by the applicant as the listed drug(s)? 
                                                                                                                   YES        NO 

RELIANCE ON LISTED DRUG(S) 

Reliance on published literature which identifies a specific approved (listed) drug constitutes 
reliance on that listed drug.  Please answer questions #5-9 accordingly. 

5) Regardless of whether the applicant has explicitly referenced the listed drug(s), does the 
application rely on the finding of safety and effectiveness for one or more listed drugs 
(approved drugs) to support the approval of the proposed drug product (i.e., the application 
cannot be approved without this reliance)?

If “NO,” proceed to question #10. 

6) Name of listed drug(s) relied upon, and the NDA/ANDA #(s).  Please indicate if the applicant 
explicitly identified the product as being relied upon (see note below):  

Name of Drug NDA/ANDA # Did applicant 
specify reliance on 
the product? (Y/N) 

Brimonidine Tartrate (Alphagan) NDA 20613 Yes

Applicants should specify reliance on the 356h, in the cover letter, and/or with their patent 
certification/statement.  If you believe there is reliance on a listed product that has not been 

                                                                                                                   YES        NO 
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explicitly identified as such by the applicant, please contact the (b)(2) review staff in the 
Immediate Office, Office of New Drugs. 

7) If this is a (b)(2) supplement to an original (b)(2) application, does the supplement rely upon 
the same listed drug(s) as the original (b)(2) application? 

                                                                                           N/A             YES        NO 
If this application is a (b)(2) supplement to an original (b)(1) application or not a supplemental 

application, answer “N/A”.
If “NO”, please contact the (b)(2) review staff in the Immediate Office, Office of New Drugs. 

8) Were any of the listed drug(s) relied upon for this application: 
a) Approved in a 505(b)(2) application? 

                                                                                                                   YES        NO 
NOTE: Although the 356h form for NDA 20613 (brimonidine tartrate, 
0.2%) lists NDA 20490 (brimonidine tartrate, 0.5%) as a reference (both 
products by Allergan), NDA 20613 was approved as an NME on 
September 6, 1996, before NDA 20490, approved March 13, 1997.

   

If “YES”, please list which drug(s). 
Name of drug(s) approved in a 505(b)(2) application:       

b) Approved by the DESI process? 
                                                                                                                   YES        NO 

If “YES”, please list which drug(s). 
Name of drug(s) approved via the DESI process:       

c) Described in a monograph? 
                                                                                                                   YES        NO 

If “YES”, please list which drug(s). 

Name of drug(s) described in a monograph:       

d) Discontinued from marketing? 
                                                                                                                   YES        NO 

If “YES”, please list which drug(s) and answer question d) i. below.   
If “NO”, proceed to question #9. 

Name of drug(s) discontinued from marketing: Alphagan

i) Were the products discontinued for reasons related to safety or effectiveness? 
                                                                                                                   YES        NO 

(Information regarding whether a drug has been discontinued from marketing for 
reasons of safety or effectiveness may be available in the Orange Book.  Refer to 
section 1.11 for an explanation, and section 6.1 for the list of discontinued drugs.  If 
a determination of the reason for discontinuation has not been published in the 
Federal Register (and noted in the Orange Book), you will need to research the 
archive file and/or consult with the review team.  Do not rely solely on any 
statements made by the sponsor.) 

9) Describe the change from the listed drug(s) relied upon to support this (b)(2) application (for 
example, “This  application provides for a new indication, otitis media” or “This application 
provides for a change in dosage form, from capsule to solution”). 
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This application provides for a new combination of two previously approved products 

The purpose of the following two questions is to determine if there is an approved drug product 
that is equivalent or very similar to the product proposed for approval that should be referenced 
as a listed drug in the pending application. 

The assessment of pharmaceutical equivalence for a recombinant or biologically-derived product 
and/or protein or peptide product is complex. If you answered YES to question #1, proceed to 
question #12; if you answered NO to question #1, proceed to question #10 below.  

10) (a) Is there a pharmaceutical equivalent(s) to the product proposed in the 505(b)(2) 
application that is already approved (via an NDA or ANDA)?  

(Pharmaceutical equivalents are drug products in identical dosage forms that:  (1) contain 
identical amounts of the identical active drug ingredient, i.e., the same salt or ester of the 
same therapeutic moiety, or, in the case of modified release dosage forms that require a 
reservoir or overage or such forms as prefilled syringes where residual volume may vary, 
that deliver identical amounts of the active drug ingredient over the identical dosing period; 
(2) do not necessarily contain the same inactive ingredients; and (3) meet the identical 
compendial or other applicable standard of identity, strength, quality, and purity, including 
potency and, where applicable, content uniformity, disintegration times, and/or dissolution 
rates. (21 CFR 320.1(c)).  

Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
equivalent must also be a combination of the same drugs. 

                                                                                                                   YES        NO 

 If “NO” to (a) proceed to question #11. 
If “YES” to (a), answer (b) and (c) then proceed to question #12.  

(b) Is the pharmaceutical equivalent approved for the same indication for which the 
505(b)(2) application is seeking approval? 

                                                                                                                   YES         NO 
           

(c)  Is the listed drug(s) referenced by the application a pharmaceutical equivalent? 
                                                                                                                   YES         NO 

If “YES” to (c) and there are no additional pharmaceutical equivalents listed, proceed to 
question #12. 
If “NO” or if there are additional pharmaceutical equivalents that are not referenced by the 
application, list the NDA pharmaceutical equivalent(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved approved generics are 
listed in the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, 
Office of New Drugs. 

Pharmaceutical equivalent(s):       

11) (a) Is there a pharmaceutical alternative(s) already approved (via an NDA or ANDA)? 
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(Pharmaceutical alternatives are drug products that contain the identical therapeutic moiety, or its 
precursor, but not necessarily in the same amount or dosage form or as the same salt or ester. Each 
such drug product individually meets either the identical or its own respective compendial or other 
applicable standard of identity, strength, quality, and purity, including potency and, where applicable, 
content uniformity, disintegration times and/or dissolution rates.  (21 CFR 320.1(d))  Different dosage 
forms and strengths within a product line by a single manufacturer are thus pharmaceutical 
alternatives, as are extended-release products when compared with immediate- or standard-release 
formulations of the same active ingredient.)

Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
alternative must also be a combination of the same drugs. 

                                                                                                                YES        NO 
If “NO”, proceed to question #12.

(b)  Is the pharmaceutical alternative approved for the same indication for which the 
505(b)(2) application is seeking approval?
                                                                                                                         YES         NO 

(c)  Is the approved pharmaceutical alternative(s) referenced as the listed drug(s)? 
                                                                                                                   YES        NO 
              

If “YES” and there are no additional pharmaceutical alternatives listed, proceed to question 
#12.
If “NO” or if there are additional pharmaceutical alternatives that are not referenced by the 
application, list the NDA pharmaceutical alternative(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved generics are listed in 
the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, Office of 
New Drugs. 

Pharmaceutical alternative(s):       

PATENT CERTIFICATION/STATEMENTS 

12) List the patent numbers of all unexpired patents listed in the Orange Book for the listed 
drug(s) for which our finding of safety and effectiveness is relied upon to support approval of 
the (b)(2) product. 

Listed drug/Patent number(s):  B 

                                           No patents listed proceed to question #14   

13) Did the applicant address (with an appropriate certification or statement) all of the unexpired 
patents listed in the Orange Book for the listed drug(s) relied upon to support approval of the 
(b)(2) product? 

                                                                                                                     YES       NO 
If “NO”, list which patents (and which listed drugs) were not addressed by the applicant. 

Listed drug/Patent number(s):        
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14) Which of the following patent certifications does the application contain?  (Check all that 
apply and identify the patents to which each type of certification was made, as appropriate.)

 No patent certifications are required (e.g., because application is based solely on 
published literature that does not cite a specific innovator product) 

 21 CFR 314.50(i)(1)(i)(A)(1):  The patent information has not been submitted to 
FDA. (Paragraph I certification) 

 21 CFR 314.50(i)(1)(i)(A)(2):  The patent has expired. (Paragraph II certification) 

Patent number(s):  

 21 CFR 314.50(i)(1)(i)(A)(3):  The date on which the patent will expire. (Paragraph 
III certification) 

Patent number(s):     Expiry date(s): 

 21 CFR 314.50(i)(1)(i)(A)(4):  The patent is invalid, unenforceable, or will not be 
infringed by the manufacture, use, or sale of the drug product for which the 
application is submitted. (Paragraph IV certification). If Paragraph IV certification 
was submitted, proceed to question #15.  

 21 CFR 314.50(i)(3):  Statement that applicant has a licensing agreement with the 
NDA holder/patent owner (must also submit certification under 21 CFR 
314.50(i)(1)(i)(A)(4) above). If the applicant has a licensing agreement with the 
NDA holder/patent owner, proceed to question #15.

 21 CFR 314.50(i)(1)(ii):  No relevant patents. 

 21 CFR 314.50(i)(1)(iii):  The patent on the listed drug is a method of use patent 
and the labeling for the drug product for which the applicant is seeking approval 
does not include any indications that are covered by the use patent as described in 
the corresponding use code in the Orange Book.  Applicant must provide a 
statement that the method of use patent does not claim any of the proposed 
indications. (Section viii statement) 

 Patent number(s):        
 Method(s) of Use/Code(s): 

15) Complete the following checklist ONLY for applications containing Paragraph IV 
certification and/or applications in which the applicant and patent holder have a licensing 
agreement: 

(a) Patent number(s):        
(b) Did the applicant submit a signed certification stating that the NDA holder and patent 

owner(s) were notified that this b(2) application was filed [21 CFR 314.52(b)]? 
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                                                                                       YES        NO 
If “NO”, please contact the applicant and request the signed certification. 

(c) Did the applicant submit documentation showing that the NDA holder and patent 
owner(s) received the notification [21 CFR 314.52(e)]? This is generally provided in the 
form of a registered mail receipt.  

                                                                                       YES        NO 
If “NO”, please contact the applicant and request the documentation. 

(d) What is/are the date(s) on the registered mail receipt(s) (i.e., the date(s) the NDA holder 
and patent owner(s) received notification): 

Date(s):

(e) Has the applicant been sued for patent infringement within 45-days of receipt of the 
notification listed above?  

Note that you may need to call the applicant (after 45 days of receipt of the notification) 
to verify this information UNLESS the applicant provided a written statement from the 
notified patent owner(s) that it consents to an immediate effective date of approval. 

YES NO  Patent owner(s) consent(s) to an immediate effective date of 
approval

Reference ID: 3296037
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****Pre-decisional Agency Information****

Memorandum
Date: April 9, 2013

To: Judit Milstein, CPMS
Division of Transplant and Ophthalmology Products (DTOP)
Office of Antimicrobial Products (OAP)

From: Christine Corser, Regulatory Review Officer
Office of Prescription Drug Promotion (OPDP)

Subject: SIMBRINZATM (brinzolamide/brimonidine tartrate)1%/0.2%
NDA #204251

As requested in your consult dated August 21, 2012, OPDP has reviewed the 
draft PI for SIMBRINZATM (brinzolamide/brimonidine tartrate)1%/0.2%.

OPDP’s comments are based on the proposed, clean, substantially complete 
version of the PI obtained from the eRoom on April 8, 2013.
(http://eroom.fda.gov/eRoom/CDER1/CDERDivisionofSpecialPathogenandTrans
plantProductsNDA/0 37010)

Thank you for the opportunity to provide comments on this PI. If there are any 
questions, please contact me at 301-796-2653 or Christine.corser@fda.hhs.gov .

.

FOOD AND DRUG ADMINISTRATION
Center for Drug Evaluation and Research
Office of Prescription Drug Promotion 

Reference ID: 3290340
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Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Surveillance and Epidemiology                                                                   

Office of Medication Error Prevention and Risk Management 

Label, Labeling and Packaging Review 

Date: March 14, 2013 

Reviewer: Jung Lee, RPh 
 Division of Medication Error Prevention and Analysis 

Team Leader: Jamie Wilkins Parker, PharmD 
 Division of Medication Error Prevention and Analysis 

Division Director: Carol Holquist, RPh 
 Division of Medication Error Prevention and Analysis 

Drug Name and Strength: Simbrinza (Brinzolamide and Brimonidine Tartrate 
Ophthalmic Suspension), 1% /0.2% 

Application Type/Number: NDA 204251 

Applicant: Alcon Research, Ltd 

OSE RCM #: 2012-1539 

*** This document contains proprietary and confidential information that should not be 
released to the public.*** 
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B. Carton Labeling (  8 mL Trade Size) 

1. See comments A1 to A3. 

2. Increase the amount of white space between the established name and the 
strength statement for increased readability and clarity. 

3. Relocate the route of administration statement “For Topical Ophthalmic Use 
Only” to the principal display panel to appear just below the established name 
and strength. 

If you have further questions or need clarifications, please contact Karen Townsend, 
project manager, at 301-796-5413. 

Reference ID: 3276314

(b) (4)



4

APPENDICES   

APPENDIX A. DATABASE DESCRIPTIONS

Adverse Event Reporting System (AERS)

The Adverse Event Reporting System (AERS) is a computerized information database designed 
to support the FDA's post-marketing safety surveillance program for drug and therapeutic 
biologic products. The FDA uses AERS to monitor adverse events and medication errors that 
might occur with these marketed products. The structure of AERS complies with the international 
safety reporting guidance (ICH E2B) issued by the International Conference on Harmonisation.  
Adverse events in AERS are coded to terms in the Medical Dictionary for Regulatory Activities 
terminology (MedDRA).   

AERS data do have limitations. First, there is no certainty that the reported event was 
actually due to the product. FDA does not require that a causal relationship between a 
product and event be proven, and reports do not always contain enough detail to properly 
evaluate an event. Further, FDA does not receive all adverse event reports that occur with 
a product. Many factors can influence whether or not an event will be reported, such as 
the time a product has been marketed and publicity about an event. Therefore, AERS 
cannot be used to calculate the incidence of an adverse event in the U.S. population. 

Reference ID: 3276314
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M E M O R A N D U M         DEPARTMENT OF HEALTH AND HUMAN SERVICES 
                                 PUBLIC HEALTH SERVICE 
                                 FOOD AND DRUG ADMINISTRATION 

                                          CENTER FOR DRUG EVALUATION AND RESEARCH 
____________________________________________________________________________ 
 
 

CLINICAL INSPECTION SUMMARY 

 
DATE:   February 22, 2013 
 
TO:   Judit Milstein, Supervisory Consumer Safety Officer 

Lucious Lin, M.D., M.P.H, Medical Officer 
William M. Boyd, Medical Team leader 
Division of Transplant and Ophthalmology Products 
  

FROM:  Kassa Ayalew, M.D., Medical Officer 
   Good Clinical Practice Assessment Branch 

Division of Good Clinical Practice Compliance
       Office of Scientific Investigations 
 
THROUGH:  Susan Leibenhaut, M.D.  

Acting Team Leader 
Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations 
 
Susan Thompson, M.D. 
Acting Branch Chief 
Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance 
Office of Scientific Investigators  

  
SUBJECT:    Evaluation of Clinical Inspections 
 
NDA:   204251 
 
APPLICANT:  Alcon Research, Ltd. 
 
DRUG:  Simbrinza (brinzolamide 1%/brimonidine tartrate 0.2% ophthalmic 

suspension) 
 
NME:   No 
 
INDICATION:           reduction of elevated intraocular pressure in patients with open-angle 

glaucoma or ocular hypertension 
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THERAPEUTIC CLASSIFICATION:    Standard 
 
CONSULTATION REQUEST DATE:      October 16, 2012  
 
PDUFA:   April 19, 2013 
 
Action Goal Date:   March 19, 2013 
 
Inspection Summary Goal Date:   March 19, 2013  
    
I. BACKGROUND:   
 
Alcon Research Ltd. submitted NDA 204251 for a new fixed-combination ophthalmic 
suspension of Brinzolamide 1% and Brimonidine Tartrate 0.2% pursuant to 505(b)(1) of the 
Federal Food, Drug and Cosmetic Act and 21 CFR 314.50. The proposed indication is 
reduction of elevated intraocular pressure in patients with open-angle glaucoma or ocular 
hypertension. Brinzolamide 1% is a carbonic anhydrase inhibitor and Brimonidine Tartrate 
0.2% is an alpha 2-adrenergic agonist, and these individual components are currently approved 
products for the indication. The product is dosed three times a day and is being developed as a 
non -blocker containing topical ocular therapy for the reduction of elevated intraocular 
pressure (IOP) in patients with open angle glaucoma or ocular hypertension. Both 
Brinzolamide and Brimonidine decrease elevated IOP by reducing aqueous humor secretion, 
but do so by different mechanisms of action. The sponsor claims that treatment of open angle 
glaucoma or ocular hypertension in patients with Brinzolamide 1%/ Brimonidine tartrate 0.2% 
fixed dose combination provides IOP-lowering efficacy which may be superior to either 
individual agent dosed as mono-therapy without any additional safety risk as compared to 
either of the individual components 
 
The Office of Scientific Investigation received a consult from Division of Transplant and 
Ophthalmology Products to conduct clinical inspections of the following two identical studies: 
 

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

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
 

The studies were multicenter, randomized, double-masked, parallel-group, active-controlled 
studies intended to evaluate the safety and efficacy of a fixed combination of 
Brinzolamide/Brimonidine in lowering Intraocular Pressure (IOP) relative to each of its 
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individual active components in patients with open-angle glaucoma and/or ocular 
hypertension. The primary efficacy endpoint was the mean IOP at each of the assessment time 
points (8 AM, + 2 h, + 7 h, and + 9 h) at Month 3. The superiority of 
Brinzolamide/Brimonidine to each of its individual active components (Brinzolamide and 
Brimonidine) with respect to treatment group differences in mean IOP was determined using 
pairwise tests at each time point. Approximately 1350 subjects in the USA were to be enrolled 
in the two studies.

One site from each study was chosen for inspection based on enrollment, number of INDs in 
the OSI database, and previous inspectional history.

II. RESULTS (by Site): 

Name of CI  Protocol # /Site #/ # of 
Subjects Enrolled: 

Inspection
Date

Classification

George C. Thorne, M.D.  
Eye Physicians of Austin 
5011 Burnet Road 
Austin, TX 78756

Study C-10-039/2353/        
n=27 

December 4 
to 7 , 2012 

NAI 

Eugene B. McLaurin, M.D. 
Total Eye Care, PA 
6060 Primacy Parkway Suite 200 
Memphis, TN 38119

Study C-10-033/4011/ 
n=52 

November 26 
to 29, 2012, 

NAI 

Key to Classifications 
NAI = No deviation from regulations.  
VAI = Deviation(s) from regulations.  
OAI = Significant deviations from regulations.  Data unreliable.   
Pending = Preliminary classification based on information in 483 or preliminary communication with the field; 

EIR has not been received from the field and complete review of EIR is pending. 

1. George C. Thorne, M.D. 
Eye Physicians of Austin 
5011 Burnet Road 
Austin, TX 78756 

a.   What was inspected?
This inspection was performed a data audit for Protocol # C-10-039. There are 17 
INDs associated with the inspected entity in CDER’s database, and the CI had no 
prior inspection. 
 
There were a total of 27 subjects screened, 19 of those completed the study, and 8 
did not complete the study.  There were no minors or vulnerable subjects screened 
or enrolled into the study.   
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At this site, a total of 27 study subjects were screened for Protocol # Study C-10-
039. A total of 19 subjects completed the study. An in depth audit of the study 
records for all subjects were conducted. There was no evidence of under reporting 
of adverse events. The primary efficacy endpoint data was verifiable. There were no 
SAE’s recorded at this site.  
 
Records reviewed included, but were not limited to, source documents, protocol 
specified blinding/randomization procedures, inclusion/exclusion criteria, adverse 
events, primary efficacy endpoints, protocol deviations, concomitant therapies, and 
test article accountability. In addition, IRB correspondence, monitoring logs and 
correspondence, and financial disclosure documentation were reviewed. 
 

b. General observations/commentary:  
A Form FDA 483, Inspectional Observations, was issued for failure to conduct the 
study in accordance with the signed statement of investigator and investigational 
plan [21 CFR 312.60] because, for a single subject (Subject /017/2209), the 
informed consent document was not dated by the subject or the subject's legally 
authorized representative. The clinical investigator wrote the dates for the subject at 
the time of consent. 

  
c. Assessment of data integrity:

Based on the isolated nature of the violation cited on the Form FDA 483, this 
inspection is downgraded to NAI. The data derived from Dr. Thorne’s site are 
considered reliable and can be used in support of the indication.  

2. Eugene B. McLaurin, M.D.  
Total Eye Care, PA 
6060 Primacy Parkway Suite 200 
Memphis, TN 38119 

a. What was inspected? 
This inspection was performed a data audit for Protocol # C-10-033. There are 18 INDs 
associated with the inspected entity in CDER’s database, and the CI had no prior 
inspection. 
 
At this site, a total of 52 study subjects were screened and enrolled for Protocol # C-10-
033.  A total of 42 subjects completed the study. There were no limitations to the 
inspection. An in depth audit of the study records for 52 subjects was conducted. The 
inspection included reviews of the following items: 1) entry criteria, 2) diagnosis of 
target disease, 3) efficacy variables, and 4) adequacy of adverse experience reporting.  In 
addition, drug accountability records, Informed Consent Documents, IRB approval and 
dates, and sponsor monitoring records were reviewed.  
  

b. General observations/commentary:  
The study appears to have been executed appropriately at this site. No regulatory violations 
were noted and a Form FDA 483 was not issued. 

Reference ID: 3265813
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c. Assessment of data integrity:    

The study appears to have been conducted adequately, and the data generated from Dr. 
McLaurin’s site appear acceptable in support of the indication. 

III.   OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS 
  

Two clinical investigator sites were inspected for this application. The data derived from both 
inspected sites are considered reliable. The classification of the Clinical Investigator inspection 
of Dr. Thorne and Dr McLaurin is No Official Action Indicated (NAI).  

 
{See appended electronic signature page} 

Kassa Ayalew, M.D. 
Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations 
 
 

CONCURRENCE: 
 

{See appended electronic signature page} 

Susan Leibenhaut, M.D. 
Acting Team Leader 
Good Clinical Practice Assessment Branch  
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations  

 
 

        {See appended electronic signature page} 

Susan Thompson, M.D. 
Acting Branch Chief 
Good Clinical Practice Assessment Branch  
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations  
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II.   Protocol/Site Identification

Site # (Name, Address, 
Phone number, email, 

fax#)
Protocol ID 

Number of Subjects 
Randomized 

Indication

DSI Choice C-10-033 660 

reduction of elevated 
intraocular pressure in 
patients with open-
angle glaucoma or 
ocular hypertension 

DSI Choice C-10-039 690 

reduction of elevated 
intraocular pressure in 
patients with open-
angle glaucoma or 
ocular hypertension 

III.Site Selection/Rationale

The clinical portion of the application has been preliminarily reviewed, and no issues have been 
identified to date to suggest a problem with data integrity. 

An inspection is requested for at least one site for each of these clinical trials only as your resources 
permit.   

Note that the highest enrollers in Study C-10-033 are: Eugene B. McLaurin, MD (44), Kenneth Sall, 
MD (41), Harvey B. DuBiner, MD (29), and Steven H. Rauchman, MD (29). 

Note that the highest enrollers in Study C-10-039 are: David Wirta, MD (30), George Thorne, MD 
(25) and Howard Schenker, MD (23).

Domestic Inspections: 

Reasons for inspections (please check all that apply): 

          Enrollment of large numbers of study subjects 
           High treatment responders (specify): 
          Significant primary efficacy results pertinent to decision-making  
          There is a serious issue to resolve, e.g., suspicion of fraud, scientific misconduct, 

significant human subject protection violations or adverse event profiles. 
    X      Other (specify):  Routine Inspections 

Reference ID: 3204289
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TL:             

Reviewer:             OTC Labeling Review (for OTC 
products)

TL:             

Reviewer:             Clinical Microbiology (for antimicrobial 
products)

TL:             

Reviewer: Yongheng Zhang NO Clinical Pharmacology 

TL: Philip Colangelo YES 

Reviewer: Cheryl Dixon YES Biostatistics

TL: Yan Wang YES 

Reviewer: Andrew McDougal NO Nonclinical
(Pharmacology/Toxicology) 

TL: Lori Kotch YES 

Reviewer:             Statistics (carcinogenicity) 

TL:             

Reviewer:             Immunogenicity (assay/assay 
validation) (for BLAs/BLA efficacy 
supplements) TL:             

Reviewer: Maotang Zhou 
Tapash Ghosh 

YES
YES

Product Quality (CMC) 

TL: Balajee Shanmugam NO 

Reviewer: Vinayak Pawar NO Quality Microbiology (for sterile 
products)

TL: Brian Riley NO 

Reviewer: Leanna Kelly Yes CMC Labeling Review

TL:             

Reviewer:             Facility Review/Inspection  

TL:             

Reviewer: Jung Lee YES OSE/DMEPA (proprietary name) 

PM: Karen Townsend YES 
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• Advisory Committee Meeting needed? 

Comments:

If no, for an NME NDA or original BLA , include the 
reason.  For example: 

o this drug/biologic is not the first in its class 
o the clinical study design was acceptable 
o the application did not raise significant safety 

or efficacy issues 
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease

  YES 
Date if known:   

  NO 
  To be determined 

Reason:

• Abuse Liability/Potential 

Comments:

  Not Applicable 
  FILE 
  REFUSE TO FILE 

  Review issues for 74-day letter 

• If the application is affected by the AIP, has the 
division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance?  

Comments:

  Not Applicable 
  YES 
  NO

CLINICAL MICROBIOLOGY 

Comments:

  Not Applicable 
  FILE 
  REFUSE TO FILE 

  Review issues for 74-day letter 

CLINICAL PHARMACOLOGY 

Comments:

  Not Applicable 
  FILE 
  REFUSE TO FILE 

  Review issues for 74-day letter 

• Clinical pharmacology study site(s) inspections(s) 
needed? 

  YES 
  NO 

BIOSTATISTICS 

Comments: There are issues with converting XPT files 
with file names that include hyphens i.e. -iop-01.xpt to 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

  Review issues for 74-day letter 

Reference ID: 3181197
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SAS datasets.  The hyphens are not recognized in a 
manually programmed Proc Copy statement.  In an e-
mail dated August 9, 2012, the applicand was asked to 
provide the code necessary to convert XPT files with 
files names that include hyphens to SAS datasets or any 
appropriate alternative that will address this issue. 
The sponsor replied to this request in the submission 
dated August 10, 2012; Therefore, this request was not 
included in the 74 day letter 

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY) 

Comments:

  Not Applicable 
  FILE 
  REFUSE TO FILE 

  Review issues for 74-day letter

IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only) 

Comments:

  Not Applicable 
  FILE 
  REFUSE TO FILE 

  Review issues for 74-day letter 

PRODUCT QUALITY (CMC)

Comments:

  Not Applicable 
  FILE 
  REFUSE TO FILE 

  Review issues for 74-day letter 

Environmental Assessment

• Categorical exclusion for environmental assessment 
(EA) requested?

If no, was a complete EA submitted? 

If EA submitted, consulted to EA officer (OPS)? 

Comments:

  Not Applicable 

 YES 
  NO 

 YES 
  NO 

 YES 
  NO 

Quality Microbiology (for sterile products) 

• Was the Microbiology Team consulted for validation 
of sterilization? (NDAs/NDA supplements only)

  Not Applicable 

 YES 
  NO 
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RPM PLR Format Review of the Prescribing Information 

RPM PLR Format Review of the PI:  Last Updated May 2012                                                                                                                  Page 2 of 9 

5. Please submit draft carton and container mock-ups for  the trade 8 mL 
configurations. Please submit these mock-ups to Module 1.14 of the NDA. We note the images for 
the SPL state  This statement should be removed.   

All SRPI format deficiencies of the PI and other labeling issues identified above were conveyed to the 
applicant in an e-mail dated August 9, 2012. The applicant agreed to submit revised PI in Word format 
by September 4, 2012. The resubmitted PI will be used for further labeling review. 

Reference ID: 3177143
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5.0 Appendix 

Selected Requirements of Prescribing Information (SRPI) 

The Selected Requirement of Prescribing Information (SRPI) version 2 is a 48-item, drop-down 
checklist of critical format elements of the prescribing information (PI) based on labeling 
regulations (21 CFR 201.56 and 201.57) and labeling guidances. 

Highlights (HL) 

GENERAL FORMAT  

1. Highlights (HL) must be in two-column format, with ½ inch margins on all sides and in a 
minimum of 8-point font.  

Comment:        
2. The length of HL must be less than or equal to one-half page (the HL Boxed Warning does not 

count against the one-half page requirement) unless a waiver has been is granted in a previous 
submission (i.e., the application being reviewed is an efficacy supplement).   

Instructions to complete this item:  If the length of the HL is less than or equal to one-half page 
then select “YES” in the drop-down menu because this item meets the requirement.  However, if 
HL is longer than one-half page:

For the Filing Period (for RPMs) 

For efficacy supplements:  If a waiver was previously granted, select “YES” in the drop-
down menu because this item meets the requirement.   

For NDAs/BLAs and PLR conversions:  Select “NO” in the drop-down menu because 
this item does not meet the requirement (deficiency).  The RPM notifies the Cross-
Discipline Team Leader (CDTL) of the excessive HL length and the CDTL determines if 
this deficiency is included in the 74-day or advice letter to the applicant. 

For the End-of Cycle Period (for SEALD reviewers) 

The SEALD reviewer documents (based on information received from the RPM) that a 
waiver has been previously granted or will be granted by the review division in the 
approval letter.  

Comment:        
3. All headings in HL must be presented in the center of a horizontal line, in UPPER-CASE letters 

and bolded.

Comment:

4. White space must be present before each major heading in HL. 

Comment:        
5. Each summarized statement in HL must reference the section(s) or subsection(s) of the Full 

Prescribing Information (FPI) that contains more detailed information. The preferred format is 
the numerical identifier in parenthesis [e.g., (1.1)] at the end of each information summary (e.g. 
end of each bullet). 

Comment:        

YES

YES

YES

NO

YES

Reference ID: 3177143
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6. Section headings are presented in the following order in HL: 

Section Required/Optional 
• Highlights Heading Required 
• Highlights Limitation Statement Required 
• Product Title Required
• Initial U.S. Approval Required
• Boxed Warning Required if a Boxed Warning is in the FPI 
• Recent Major Changes Required for only certain changes to PI*
• Indications and Usage  Required
• Dosage and Administration  Required
• Dosage Forms and Strengths  Required
• Contraindications Required (if no contraindications must state “None.”)
• Warnings and Precautions  Not required by regulation, but should be present
• Adverse Reactions Required 
• Drug Interactions Optional 
• Use in Specific Populations Optional 
• Patient Counseling Information Statement Required  
• Revision Date Required 

* RMC only applies to the Boxed Warning, Indications and Usage, Dosage and Administration, Contraindications, 
and Warnings and Precautions sections. 

Comment:       
7. A horizontal line must separate HL and Table of Contents (TOC).

Comment:       

HIGHLIGHTS DETAILS 

Highlights Heading 
8. At the beginning of HL, the following heading must be bolded and appear in all UPPER CASE 

letters: “HIGHLIGHTS OF PRESCRIBING INFORMATION”.
Comment:       

Highlights Limitation Statement  
9. The bolded HL Limitation Statement must be on the line immediately beneath the HL heading 

and must state: “These highlights do not include all the information needed to use (insert 
name of drug product in UPPER CASE) safely and effectively. See full prescribing 
information for (insert name of drug product in UPPER CASE).”

Comment:       

Product Title

10. Product title in HL must be bolded.

Comment:       

Initial U.S. Approval

11. Initial U.S. Approval in HL must be placed immediately beneath the product title, bolded, and
include the verbatim statement “Initial U.S. Approval:” followed by the 4-digit year.

Comment:       

YES

YES

YES

YES

YES

YES

N/A
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Boxed Warning

12. All text must be bolded.

Comment:       
13. Must have a centered heading in UPPER-CASE, containing the word “WARNING” (even if 

more than one Warning, the term, “WARNING” and not “WARNINGS” should be used) and 
other words to identify the subject of the Warning (e.g., “WARNING: SERIOUS 
INFECTIONS”).

Comment:       
14. Must always have the verbatim statement “See full prescribing information for complete boxed 

warning.” centered immediately beneath the heading.

Comment:       
15. Must be limited in length to 20 lines (this does not include the heading and statement “See full 

prescribing information for complete boxed warning.”)

Comment:        
16. Use sentence case for summary (combination of uppercase and lowercase letters typical of that 

used in a sentence).

Comment:       

Recent Major Changes (RMC)

17. Pertains to only the following five sections of the FPI: Boxed Warning, Indications and Usage, 
Dosage and Administration, Contraindications, and Warnings and Precautions. 

Comment:       
18. Must be listed in the same order in HL as they appear in FPI. 

Comment:       
19. Includes heading(s) and, if appropriate, subheading(s) of labeling section(s) affected by the 

recent major change, together with each section’s identifying number and date (month/year 
format) on which the change was incorporated in the PI (supplement approval date). For 
example, “Dosage and Administration, Coronary Stenting (2.2) --- 3/2012”.  

Comment:       
20. Must list changes for at least one year after the supplement is approved and must be removed at 

the first printing subsequent to one year (e.g., no listing should be one year older than revision 
date).

Comment:       

Indications and Usage 

21. If a product belongs to an established pharmacologic class, the following statement is required in 
the Indications and Usage section of HL: [(Product) is a (name of class) indicated for 
(indication)].”

Comment:       

Dosage Forms and Strengths 

N/A

N/A

N/A

N/A

N/A

N/A

N/A

N/A

YES
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22. For a product that has several dosage forms, bulleted subheadings (e.g., capsules, tablets, 
injection, suspension) or tabular presentations of information is used. 

Comment:        

Contraindications

23. All contraindications listed in the FPI must also be listed in HL or must include the statement 
“None” if no contraindications are known. 
Comment:       

24. Each contraindication is bulleted when there is more than one contraindication. 
Comment:        

Adverse Reactions 

25. For drug products other than vaccines, the verbatim bolded statement must be present: “To
report SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at 
(insert manufacturer’s U.S. phone number) or FDA at 1-800-FDA-1088 or 
www.fda.gov/medwatch”.

Comment:       

Patient Counseling Information Statement  

26. Must include one of the following three bolded verbatim statements (without quotation marks):  

If a product does not have FDA-approved patient labeling:

• “See 17 for PATIENT COUNSELING INFORMATION” 

If a product has FDA-approved patient labeling:

• “See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling.” 

• “See 17 for PATIENT COUNSELING INFORMATION and Medication Guide.”

Comment:  However, patient labeling was not submitted for this product. Therefore, the phrase, 
 should be deleted from the Patient Counseling Information 

Statement.

Revision Date 

27. Bolded revision date (i.e., “Revised: MM/YYYY or Month Year”) must be at the end of HL.  

Comment:       

Contents: Table of Contents (TOC) 

GENERAL FORMAT 

28. A horizontal line must separate TOC from the FPI.

Comment:        
29. The following bolded heading in all UPPER CASE letters must appear at the beginning of TOC: 

“FULL PRESCRIBING INFORMATION: CONTENTS”.

Comment:       

N/A

YES

YES

YES

YES

YES

NO

YES
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30. The section headings and subheadings (including title of the Boxed Warning) in the TOC must 
match the headings and subheadings in the FPI. 

Comment:  See the subheadings in the TOC under Section 5 and Section 17. 
31. The same title for the Boxed Warning that appears in the HL and FPI must also appear at the 

beginning of the TOC in UPPER-CASE letters and bolded.

Comment:       
32. All section headings must be bolded and in UPPER CASE.

Comment:       
33. All subsection headings must be indented, not bolded, and in title case. 

Comment:       
34. When a section or subsection is omitted, the numbering does not change.  

Comment:       
35. If a section or subsection from 201.56(d)(1) is omitted from the FPI and TOC, the heading 

“FULL PRESCRIBING INFORMATION: CONTENTS” must be followed by an asterisk 
and the following statement must appear at the end of TOC: “*Sections or subsections omitted 
from the Full Prescribing Information are not listed.”  

Comment:        

Full Prescribing Information (FPI) 

GENERAL FORMAT 

36. The following heading must appear at the beginning of the FPI in UPPER CASE and bolded:
“FULL PRESCRIBING INFORMATION”.

Comment:       
37. All section and subsection headings and numbers must be bolded.

Comment:       
38. The bolded section and subsection headings must be named and numbered in accordance with 

21 CFR 201.56(d)(1) as noted below. If a section/subsection is omitted, the numbering does not 
change.

Boxed Warning 
1  INDICATIONS AND USAGE 
2  DOSAGE AND ADMINISTRATION 
3  DOSAGE FORMS AND STRENGTHS 
4  CONTRAINDICATIONS 
5  WARNINGS AND PRECAUTIONS 
6  ADVERSE REACTIONS 
7  DRUG INTERACTIONS 
8  USE IN SPECIFIC POPULATIONS 

8.1 Pregnancy 
8.2 Labor and Delivery 
8.3 Nursing Mothers 
8.4 Pediatric Use 
8.5 Geriatric Use

NO

N/A

YES

YES

YES

YES

YES

YES

YES
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9  DRUG ABUSE AND DEPENDENCE 
9.1 Controlled Substance 
9.2 Abuse 
9.3 Dependence 

10  OVERDOSAGE 
11  DESCRIPTION 
12  CLINICAL PHARMACOLOGY 

12.1 Mechanism of Action
12.2 Pharmacodynamics 
12.3 Pharmacokinetics 
12.4 Microbiology (by guidance) 
12.5 Pharmacogenomics (by guidance) 

13  NONCLINICAL TOXICOLOGY 
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 
13.2 Animal Toxicology and/or Pharmacology 

14  CLINICAL STUDIES 
15  REFERENCES 
16  HOW SUPPLIED/STORAGE AND HANDLING 
17  PATIENT COUNSELING INFORMATION 

Comment:       

39. FDA-approved patient labeling (e.g., Medication Guide, Patient Information, or Instructions for 
Use) must not be included as a subsection under Section 17 (Patient Counseling Information). 
All patient labeling must appear at the end of the PI upon approval.

Comment:       
40. The preferred presentation for cross-references in the FPI is the section heading (not subsection 

heading) followed by the numerical identifier in italics.  For example, [see Warnings and 
Precautions (5.2)].
Comment:       

41. If RMCs are listed in HL, the corresponding new or modified text in the FPI sections or 
subsections must be marked with a vertical line on the left edge.

Comment:       
FULL PRESCRIBING INFORMATION DETAILS

Boxed Warning 

42. All text is bolded.

Comment:       
43. Must have a heading in UPPER-CASE, containing the word “WARNING” (even if more than 

one Warning, the term, “WARNING” and not “WARNINGS” should be used) and other words 
to identify the subject of the Warning (e.g., “WARNING: SERIOUS INFECTIONS”).

Comment:       
44. Use sentence case (combination of uppercase and lowercase letters typical of that used in a 

sentence) for the information in the Boxed Warning. 

Comment:       
Contraindications
45. If no Contraindications are known, this section must state “None”.

N/A

N/A

N/A

N/A

N/A

N/A

N/A
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Comment:       
Adverse Reactions

46. When clinical trials adverse reactions data is included (typically in the “Clinical Trials 
Experience” subsection of Adverse Reactions), the following verbatim statement or appropriate 
modification should precede the presentation of adverse reactions: 

“Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical 
trials of another drug and may not reflect the rates observed in clinical practice.” 

Comment:        
47. When postmarketing adverse reaction data is included (typically in the “Postmarketing 

Experience” subsection of Adverse Reactions), the following verbatim statement or appropriate 
modification should precede the presentation of adverse reactions: 

“The following adverse reactions have been identified during post-approval use of (insert drug 
name).  Because these reactions are reported voluntarily from a population of uncertain size, it 
is not always possible to reliably estimate their frequency or establish a causal relationship to 
drug exposure.”

Comment:       
Patient Counseling Information 

48. Must reference any FDA-approved patient labeling, include the type of patient labeling, and use 
one of the following statements at the beginning of Section 17: 

• “See FDA-approved patient labeling (Medication Guide)” 
• “See FDA-approved patient labeling (Medication Guide and Instructions for Use)” 
• “See FDA-approved patient labeling (Patient Information)" 
• “See FDA-approved patient labeling (Instructions for Use)"       
• “See FDA-approved patient labeling (Patient Information and Instructions for Use)” 

Comment:      

YES

N/A

N/A
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