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Memo to: NDA 22305 
 
Subject:  CMC Discipline Letter for NDA 22305  
 
From:   Muthukumar Ramaswamy and Ali Al-Hakim 
 
Through:  Andrea Leonard-Segal, M.D., M.S. Director, Division of Nonprescription 

Clinical Evaluation and Phong Do. 
 
Date:  April 10, 2011 
 
The Applicant has proposed to package the drug product in 16 and 32 oz immediate 
containers (bottles) without an eye cup or nozzle. The proposed packaging for 16 and 32 
oz bottle is not acceptable and does not conform to drug product labeling directions as 
outlined  in 21 CFR § 349.78(d).  
 
We request that a CMC Discipline Letter be issued for the following:  

(1) The Applicant needs to include either the eye cup or the nozzle for packaging the 
product in 16 and 32 oz bottles and provide appropriate sterility testing and 
supportive stability data for the same. 

(2) The copies of  and conductivity data (for purified 
water) provided in the NDA Filing Communication Response are not legible. The 
Applicant should submit the  and conductivity data for purified water batches 
manufactured since 2007 to date in a tabular format for Agency review. 

(3) The Applicant should provide samples of the proposed drug product representing 
each of the commercial packaging configurations. 
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NDA: 22305 
Applicant: Niagara Pharmaceuticals, Inc. 
Stamp Date: Nov.1, 2010 
PDUFA Date: September 1, 2011 
 
Proposed Proprietary Name: Eye Wash 
Established Name: Purified water,  
Dosage form and strength: Solution or Irrigant/ NA 
 
CMC-Lead: Swapan De, Ph.D.  ONDQA 

 
ONDQA Fileability Recommendation: Yes 
Primary reviewer: Muthukumar Ramaswamy, Ph.D. 

 
Time goals: 
Filing Decision:    Dec. 31, 2010 
Filing review issues “Day 74”:   Jan. 13, 2011 
Wrap-Up meeting:   Jun. 13, 2011 
Reviews due:    Jul. 01, 2011 
PDUFA date:    Sep. 01, 2011 
 
Relevant DMFs: 
DMF #
DMF #
DMF #
DMF #
DMF #
DMF #
 
 

CONSULTS/ CMC  RELATED 
REVIEWS    COMMENT   
 Biopharmaceutics    NA 

 CDRH or CBER    Not Applicable   
 EA    NA.   
 EES    EER was created  
 OSE    Labeling consult request will be sent as part of DMEP’s request.   
 Methods Validation    Not applicable   
 Microbiology   Endotoxin, bioburden, sterility, and  

 Pharm/Tox    Risk assessment on leachables may be requested 

Labeling and Nomenclature OSE/DMEPA 
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not supported by the data provided in the submission. A minimum of 12 mo real-time stability 
data along with 6 month data under accelerated conditions is needed to support the NDA. 
 
B. Comments/Recommendation: 
The application is fileable from CMC and quality perspective.  
 

1. Provide process validation (bulk solution manufacturing, filling and sterilization) data for 
the proposed preservative free product or justify your approach. 

2. Provide endotoxin limit for the finished product as well as raw materials and packaging 
components used in the manufacturing of finished product. 

3. Provide 12 months of real-time stability data along with 6 month stability data under 
accelerated conditions to support the stability of your proposed eye was product.  

 
CHEMISTRY NDA FILEABILITY CHECKLIST 

 
Is the CMC Section of Application Fileable?  Yes 
 
The following parameters are necessary in order to initiate a full review, i.e., complete enough to 
review but may have deficiencies.  On initial overview of the NDA application for filing: 
 

  Content Parameter    Yes    No    Comment   

 1   
 Is the section legible, organized, indexed, and 
paginated adequately?    x       

 2   

 Are ALL of the manufacturing and testing sites 
(including contract sites) identified with full 
street addresses (and CFNs, if applicable)?    x     

 CFN missing for 
some sites 

 3   

 Is a statement provided to indicate whether each 
manufacturing or testing site is ready for 
inspection or, if not, when it will be ready?    x      

 4   
 Is a statement on the Environmental Impact 
provided as required in 21 CFR 314.50(d)(1)(iii)?  X     

 5   
 Is information on the Drug Substance provided 
as required in 21 CFR 314.50(d)(1)(i)?    x       

 6   
 Is information on the Drug Product provided as 
required in 21 CFR 314.50(d)(1)(ii)?    x       

 7   

 If applicable, has all information requested 
during the IND phases and at the pre-NDA 
meetings been included?      

Not applicable. 
Resubmission   

8  
 Have draft container labels and package insert 
been provided?    X   

 Label in the SPL 
format provided 

 9    Have all DMF References been identified?   X      

 10   
 Is information on the investigational 
formulations included?    X  

Not applicable eye 
wash product  

 11   
 Is information on the methods validation 
included?    x       

 12   
 If applicable, is documentation on the 
sterilization process validation included?    X     
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Comments to the Applicant 
 

1. Provide process validation (bulk solution manufacturing, filling and sterilization) data for 
the proposed preservative free product or justify your approach. 

2. Provide endotoxin limit for the finished product as well as raw materials and packaging 
components used in the manufacturing of finished product. 

3. Provide 12 months of real-time stability data along with 6 month stability data under 
accelerated conditions to support the stability of your proposed eye was product 
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controls such as glass bottle must be included in the study.  A comparision of 
extractables profile  product must be performed.  
Extractables above 10 ppm needs be identified.  Extractables above 20 ppm needs to 
be qualified.  

 
3. The following tests with appropriate acceptance criteria should be added to drug 

product specification: particulate matter, minimal fill (release only), water loss, 
packaging integrity, and osmolality. 

 
4. The registration stability studies should comply with ICH Q1A.  In addition to those 

tests included in the drug product specification, you should also monitor extractables 
in the stability studies throughout the study period with a glass control.  A check in 
antimicrobial effectiveness test (USP<51>) should also be included in the stability 
protocol.  If you don’t plan to conduct stability studies for each packaging 
configuration, please refer to ICH guideline Q1D for proper bracketing strategy, and 
provide a strong scientific justification in the NDA resubmission. 

 
5. The certificates of analysis and stability data tables should contain the numerical test 

results or actual reading.  A record of “pass”, “conform” or “fail” is unacceptable.  
We recommend you to use color standards such as those from European 
Pharmacopeia to evaluate the color of the proposed product.  

 
6. A clear description must be provided for each to-be-marketed packaging 

configuration, and it must include information for each packaging component 
including ink/adhesive/varnish.     

 
7. Chemistry, manufacturing and controls information for each packaging component 

should be provided in the NDA or referenced to a DMF.  Please refer to CDER 
Guidance for Industry ”Container Closure Systems for Packaging Human Drugs and 
Biologics” for information which should be submitted in a NDA.  The proposed 
packaging components must comply with USP<661>.    

 
8. Please be advised that a temper-resistant package is required for an OTC product (21 

CFR 211.132), and that an eyecup or a nozzle applicator is required for an OTC 
monographed eyewash product (21 CFR 349.78(d)).   

 
D. Comments/Recommendation:  

 
The application is fileable from CMC and quality perspective.  The NDA is refused to be 
filed because of filing issues with other disciplines.   
 
The major CMC review issues with this NDA include drug product specification, 
stability, extractables, container/closure system, and comparative impurity profile  

 
 
 

      Shulin Ding 
      Pharmaceutical Assessment Lead 
 
      Moo Jhong Rhee 
      Chief, Branch III 

(b) (4)

(b) (4)



 

 

Filing Checklists 
 
A. Administrative Checklists 
  
YES NO  Comments 
x  On its face, is the section organized adequately?  
x  Is the section indexed and paginated adequately?  
x  On its face, is the section legible?   
x  Are ALL of the facilities (including contract facilities and test 

laboratories) identified with full street addresses and CFNs? 
 

x  Has an environmental assessment report or categorical 
exclusion been provided? 

 
 

 
B. Technical Checklists 
 

1. Drug Substance: Purified Water, USP 
 

x  Does the section contain synthetic scheme with in-process 
parameters? 

 

 x Does the section contain structural elucidation data? Not applicable 

x  Does the section contain specifications? USP 

 x Does the section contain information on impurities? Compendial material 

 x Does the section contain validation data for analytical methods? Compendail method 

 x Does the section contain container and closure information? Not applicable 

 x Does the section contain stability data? Not applicable 

 
       2.    Drug Product 
 
x  Does the section contain manufacturing process with in-process 

controls? 
 

x  Does the section contain quality controls of excipients?  
x  Does the section contain information on composition?  
x  Does the section contain specifications?  
x  Does the section contain information on degradation products?  Inadequate. 

x  Does the section contain validation data for analytical methods?  
x  Does the section contain information on container and closure 

systems? 
 

x  Does the section contain stability data with a proposed 
expiration date? 

 

x  Does the section contain information on labels of container and 
cartons? 

 

x  Does the section contain tradename and established name? Dosage form not 
proposed. 

 
C. Review Issues 
 
x  Has all information requested during the IND phases, and at the 

pre-NDA meetings been included? 
Osmolality is not 
included in the drug 
product specification. 

 x Is a team review recommended?  
x  Are DMFs adequately referenced?  
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