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Addendum #1 to Review #1 
 
From: George Lunn, Ph.D. 
To: Rapti Madurawe, Ph.D. 
Date: March 13, 2013 
  
Subject: NDA 203-510 from Paragon BioTeck, Inc. 
  Phenylephrine Hydrochloride Ophthalmic Solution, 2.5% and 10% 
  Post-Marketing Commitments 
 
 
In Chemistry Review #1 Post-Marketing Commitments that required chiral HPLC testing of drug 
product on stability and leachables testing for aged drug product were recommended.  The 
applicant agreed to do this testing in a telecon on 2/13/13 (see Minutes dated 3/8/13).  After 
subsequent internal discussion the chiral HPLC testing PMC was withdrawn and the applicant 
was so notified in a telecon on 3/13/13.  The leachables PMC remains in effect. 
 
The expiration dating period of 18 months was communicated to the applicant in a General 
Advice Letter dated 2/21/13. 
 
An FDA laboratory will be asked to test various aqueous solutions of phenylephrine for 
racemization on storage. 
 
The application continues to be recommended for approval from the CMC point of view. 
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 The tonicity of both 2.5% and 10.0% formulation is hypertonic in the range of 450-
550 and 950-1050 mOsm/kg, respectively. The proposed values are significantly 
higher compared to other ophthalmic preparations. The ranges may be acceptable 
from a clinical standpoint since the product is proposed to be used (only once) to 
dilate but it may be better to confirm that the proposed osmolality range indeed would 
be acceptable for Clinical and that it does not pose any safety risk. 

 Test for description describes the product to be “clear, colorless  
solution”. Batch analyses and stability data shows negligible levels of impurity and it 
is not clear what may cause the  coloration. This may be clarified with the 
company and the description revised if needed. 

 The requested shelf-life is . However, 12-month stability data is available 
only for one batch.  

 
Comments and Recommendation: 
 
Based on the perusal of this NDA, it is determined to be complete and therefore can be 
filed from CMC perspective.  
 
Balajee Shanmugam        See DARRTS 
CMC Lead          Date 
 
Rapti Madurawe Ph.D.                            See DARRTS 
Branch Chief                                                                            Date 
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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) 

  
The Drug substance is referenced to DMF 

 and a LOA has been provided. 
 

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) 

   

 6

Reference ID: 3221595

(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/
----------------------------------------------------

BALAJEE SHANMUGAM
11/27/2012

RAPTI D MADURAWE
11/27/2012

Reference ID: 3221595







IQA-NDA203-510 

 3

 
The Agency had a T-con with the company on December 1, 2011 to discuss the lack of 
stability data and to determine how much stability data from the exhibit batches will be 
available during the review cycle. The company, in its response dated December 5, 2011 
indicated that it anticipates a 3-month pull on December 16th and that real-time and 
accelerated stability data will become available end of January 2012. Also, the company 
mentioned that additional retained samples are available for further evaluation. However, 
it is unclear if release data is available for these batches.  A one time point data will not 
provide much information for us to evaluate the stability of the product. The response 
from the company clearly indicated that only 3-months accelerated and long-term 
stability will be available which admittedly will not be sufficient to establish the stability 
profile of the drug product and justify the request of  shelf-life. 
 
The lack of stability data for the exhibit batches makes this application incomplete from 
Chemistry perspective. 
 
In addition to the above noted RTF deficiency, the following information is either 
missing or needs to be clarified. 
 

1. The submission does no provide the composition of the historical batches.  
 

2. Section 3.2.P.7, Table 1, DMF  has been listed and referenced for the  
bottle but no LOA has been provided.  

 
3. The NDA provides a LOA for DMF but it is not clear what it is being 

referenced for. This DMF is not listed in Section 3.2.P.7. Need to clarify. 
 

4. It is not clear if the batch sizes provided in Section 3.2.P.3 are the intended 
commercial scale. Also, how many units are expected to be filled and batch 
reconciliation data is missing. 

 
5. No data on freeze-thaw study and weight loss study. 

 
 
Comments and Recommendation: 
 
Based on the perusal of this NDA, it is determined to be incomplete and therefore refuse 
to file from CMC perspective.  
 
Balajee Shanmugam        See DARRTS 
CMC Lead          Date 
 
Terrance Ocheltree Ph.D., R.Ph.    See DARRTS 
Director          Date 
Division of New Drug Quality Assessment II 

Reference ID: 3056259
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PRODUCT QUALITY (Small Molecule) 
FILING REVIEW FOR NDA or Supplement (ONDQA) 

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

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) 

  
The Drug substance is referenced to DMF  
and a LOA has been provided. 
 

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) 

  

. is listed 
under “Establishment information” in Section 
1.1.2, with no apparent manufacturing related 
activity listed. This facility need not be submitted 
to the EES. 
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PRODUCT QUALITY (Small Molecule) 
FILING REVIEW FOR NDA or Supplement (ONDQA) 

File name: 090513-Product Quality Filing Review.doc Page 6 
Version Date: 05132009 

26. 
Has stability data and analysis 
been provided to support the 
requested expiration date? 

  

Stability data has not been provided for the two 
primary batches. “Historical” batches were tested 
per USP which included testing for quality 
attributes such as description, assay, pH, 
preservative effectiveness and sterility but not for 
impurities, particulate matter, and osmolality. The 
data presented on impurities for the few older 
batches suggests that the method may not be 
stability indicating. The lack of stability data from 
well defined stability studies fails to establish the 
stability profile of the drug product and justify the 
requested expiration date. 

27. 
Does the application contain 
Quality by Design (QbD) 
information regarding the DP? 

  NA 

28. 

Does the application contain 
Process Analytical Technology 
(PAT) information regarding the 
DP? 

  NA 
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PRODUCT QUALITY (Small Molecule) 
FILING REVIEW FOR NDA or Supplement (ONDQA) 

File name: 090513-Product Quality Filing Review.doc Page 9 
Version Date: 05132009 

{See appended electronic signature page}  

Balajee Shanmugam 
CMC Lead  Date 
Division of Pre-Marketing Assessment  
Office of New Drug Quality Assessment 

{See appended electronic signature page}  

Terrance Ocheltree Ph.D., R.Ph.  
Director Date 
Division of New Drug Quality Assessment II 
Office of New Drug Quality Assessment 
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