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OFFICE OF NEW DRUG QUALITY ASSESSMENT 

Product Quality and Manufacturing Memo 

Memo Date:  September 27, 2012 
From:  Maotang Zhou, Ph.D. 
on behalf of the CMC Review Team 

Through:  Rapti Madurawe, Ph.D.         Branch Chief

NDA Number: 204-251 GRMP Date:  March 15, 2013 
Applicant: Alcon Research Labs PDUFA Date:  April 19, 2013 

Drug Product Name and Strength: Brinzolamide/Brimonideine Tartrate 
Ophthalmic Suspension, 1%/0.2% 

Introduction:
This memo is prepared according to ONDQA’s IQP 5705 – Product Quality and 
Manufacturing PQM) Memo. The PQM memo is prepared because certain QbD elements 
have been identified in NDA 204-251, which is currently under review.  This memo is 
intended to apprise the extended review team (including OC and ORA) of potential risks 
from a review perspective to product quality pertaining to the manufacturing facilities 
listed in the application.  However, this memo is not intended to provide inspectional 
instructions for the inspection team.

Drug Substances:
The application involves two drug substances: brinzolamide and brimonidine tartrate.  
The manufacturing processes and manufacturing facilities for both drug substances 
remain the same as those used in previous NDA applications that have been previously 
approved by the Agency.  Since no QbD elements have been identified in the 
manufacturing processes for either drug substance, information concerning the drug 
substance manufacture facilities is not included in the memo. 

Drug Product: 
The drug product is a sterile ophthalmic suspension containing two drug substances. As 
shown in the process flow diagram in the Appendix of the memo, the drug product 
manufacturing involves  During the process development, the 
company has applied QbD principles to determine the potential critical variables, 
including material attributes and process parameters.  In the application, the company has 
provided extensive information on the establishment of Quality Target Product Profile 
(QTPP) and Critical Quality Attributes (CQAs), the initial risk screening, process risk 
assessment, development of acceptable ranges to establish design space, final risk 
assessment (FMEA), and process control strategy.  The operating ranges proposed for 
process control are typical as shown in Table 1 through 3 in the Appendix of this memo.   
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The key process variables and control strategy (QbD) for the manufacture of the drug 
product is summarized in Alcon’s Technical Report TDOC-0015342.  In the report, a 
failure mode effect analysis (FMEA) was performed for material attributes/process 
parameters that have a range of acceptable values. The objective of the FMEA was to 
assess the risks of the process variable deviating from the established acceptable ranges 
in a commercial production set-up and to determine what additional actions could be 
taken to avoid out of specification (OOS) product quality.  Based on FMEA, one process 
parameter,  was identified as a 
critical process parameter with a risk priority number (RPN) scores of  As shown in 
Table 4 in the Appendix of this memo, additional controls should be implemented based 
on local plant procedures.  The inspection team is recommended to verify the 
implementation of the proper control strategy concerning this process parameter through 
local procedures. 

Analytical Procedures:
QbD principles were also applied to evaluate method robustness of the HPLC method for 
assay and identification of the drug substances and related impurities (PROC-0004824). 
A multivariate design of experiments was used.  However, the lower and upper 
boundaries for each method operating parameters were determined by the allowable 
criteria defined by USP <621>.   As such, these studies do not seem to warrant any 
special attentions during the inspection.

Conclusion:
In this particular application, the company has applied the QbD principles in the 
development of the drug product manufacturing process as well as in the validation of an 
HPLC method.  However, there are no claims of RTRT or model-based in-process 
controls in the application.  Even though the term “design space” is used in the NDA, no 
regulatory flexibility is requested for manufacturing process in Section 3.3.P.3.3: 
Description of Manufacturing Process and Process Control.  Therefore, in spite of the 
QbD approaches applied during the process development, no unusually high level of 
potential risks from a review perspective to product quality is identified pertaining to the 
manufacturing facilities listed in the NDA.
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Site Specific Information:
Table 1: Drug Product Manufacturing Site A:  Alcon Laboratories Inc 

Name of Site A: Alcon Laboratories Inc 
FEI/CFN Number: 1610287 
Address of Site: 6201 South Freeway, Fort Worth, TX 76134-2001 
Function of Site: Finished dosage manufacturer
Reviewer name as contact person for site A in case the inspector has questions: 
Maotang Zhou 

Site Specific High Risk Elements of 
the Manufacturing Process and 
Control Strategy 

Site Specific Considerations for 
Inspection

Reference ID: 3196979

(b) (4)



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

MAOTANG ZHOU
10/01/2012

RAPTI D MADURAWE
10/01/2012

Reference ID: 3196979





ONDQA - CMC and Biopharmaceutics 
Initial Quality Assessment (IQA) and Filing Review  

For Pre-Marking Applications 
NDA # 204251

Review Information 

Reference ID: 3177146



ONDQA - CMC and Biopharmaceutics 
Initial Quality Assessment (IQA) and Filing Review  

For Pre-Marking Applications 
NDA # 204251

Is this a SPOTS product?  Yes No  Not evaluated at time of IQA. 

a. Drug Master Files listed 56h form:on 3

b. Consults Recommended by CMC and Biopharmaceutics
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administration of Brinzolamide 1% / Brimonidine Tartrate 0.2% Ophthalmic Suspension 
dosed 3 times per day (TID) or 2 times per day (BID) to the individual components (i.e., 
Brinzolamide or Brimonidine Tartrate) in healthy subjects. The Applicant concluded that 
the steady-state systemic exposure of brinzolamide, N-desethyl brinzolamide, and 
brimonidine following topical ocular administration of fixed combination 
Brinzolamide/Brimonidine dosed 3 times daily (TID) or 2 times daily (BID) was not 
meaningfully different compared to that observed following topical ocular 
administration of the individual components, Brinzolamide or Brimonidine alone, as 
statistically indicated by Least Squares Means Ratio confidence intervals bracketing 
unity. The only exception was the steady-state systemic exposure of brimonidine for the 
BID regimen on Day 21, where the combination Brinzolamide/Brimonidine showed 
lower exposure than Brimonidine dosed alone. A similar safety profile was 
observed comparing Brinzolamide/Brimonidine to the individual components, 
Brinzolamide and Brimonidine, and no additional risks were identified in healthy subjects 
dosed with Brinzolamide/Brimonidine TID or BID for 13 weeks, based upon the known 
risks of the individual components. 

Based on the above information, Biopharmaceutics is of the opinion that the Applicant 
has characterized the systemic exposure of the fixed combination of Brinzolamide 
/Brimonidine.  Note that the Clinical Pharmacology Reviewer from OCP will evaluate 
the PK information and provide a recommendation regarding its acceptability.   

Biopharmaceutics Review Issues
In this submission, pursuant to 21CFR§320.22(b) (1) the Applicant is requesting a waiver 
from the requirements for the submission of in vivo bioavailability or bioequivalence 
data.  However, based on the above PK information, ONDQA-Biopharmaceutics is of the 
opinion that the Applicant already characterized the BA/BE of the fixed combination of 
Brinzolamide /Brimonidine.  In light of this, it is not clear why a biowaiver request was 
included in the NDA (what is the specific reason behind the BA/BE waiver request).
Further clarification is needed.    Once the reason of biowaiver is clear, the 
Biopharmaceutics Reviewer will address the biowaiver issue accordingly.
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7.

Are drug substance 
manufacturing sites identified 
on FDA Form 356h or 
associated continuation sheet?  
For each site, does the 
application list: 

Name of facility, 
Full address of facility 
including street, city, state, 
country  
FEI number for facility (if 
previously registered with 
FDA)
Full name and title, telephone, 
fax number and email for on-
site contact person.  
Is the manufacturing 
responsibility and function 
identified for each facility?, 
and
DMF number (if applicable) 

      

8.

Are drug product 
manufacturing sites are 
identified on FDA Form 356h 
or associated continuation 
sheet.  For each site, does the 
application list: 

Name of facility, 
Full address of facility 
including street, city, state, 
country  
FEI number for facility (if 
previously registered with 
FDA)
Full name and title, telephone, 
fax number and email for on-
site contact person. 
Is the manufacturing 
responsibility and function 
identified for each facility?, 
and
DMF number (if applicable) 
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REVIEW AND APPROVAL 

This document will be signed in DARRTS by the following: 

See appended electronic signature page}
Balajee Shanmugam Ph.D. 
CMC Lead 
Division of New Drug Quality Assessment II 
Office of New Drug Quality Assessment 

{See appended electronic signature page}
Tapash Ghosh, Ph.D. 
Biopharmaceutics Reviewer  
Office of New Drug Quality Assessment 

{See appended electronic signature page}
Angelica Dorantes, Ph.D. 
Biopharmaceutics Team Leader  
Office of New Drug Quality Assessment 

{See appended electronic signature page}
Steve Miller, Ph.D. 
Acting Branch Chief
Division of Pre-Marketing Assessment II 
Office of New Drug Quality Assessment 
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