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Addendum to CMC Secondary Review Revising Recommendation (to Approval) 
 
From:   Ying Wang 
To:   NDA 202515 
Through:  Prasad Peri 
Date:   November 10, 2011 
 
Subject:  Withdrawal of  manufacturing site and change in status of the 
overall compliance issued Nov. 10, 2011. 
 
 
The manufacturing site at Hospira  has on-going cGMP deficiencies 
that have not been resolved as of this writing.   The Office of Compliance issued a 
withhold recommendation for this site as well as for the NDA 202515 on July 27, 
2011.  This site is responsible for the manufacturing of drug product  

  Per discussion with the Agency on Nov. 9, 2011 in a 
teleconference, the applicant withdrew the  site as well as the  

 presentation of the drug product from NDA 202515 on 
November 9, 2011.  This action removed cGMP deficiencies from this NDA.  The 
remaining sites in the NDA have acceptable cGMP status.  Note that the drug product 
presentations in Isecure™ and Carpuject™ are currently manufactured in the McPherson, 
Kansas, facility which has an acceptable cGMP status.  The Office of Compliance issued 
an overall acceptable recommendation for the revised NDA on November 10, 2011.  This 
NDA is therefore recommended for approval from CMC perspective. 
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CR due to Compliance issues.
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C. Critical issues for review and recommendation 
During assessment of the CMC information provided in this NDA, the primary reviewer should 
consider addressing issues identified above and other related ones, summarized here, for their impact 
on drug product quality and performance throughout the shelf-life: 
 
1. The drug substance DMF  should be assessed. An information request has been sent to the DMF 
holder regarding impurities specifications by the latest reviewer.  
2. Suitability of the drug product manufacturing process, which includes , should be 
assessed in consultation with the Microbiology division. In addition, in-process controls, microbiolgical 
integrity of the closures, and process validation should be assessed. 
3.  from manufacturing conditions and 
the finished product, should be assessed. 
4. The drug product contains NaCl as a tonicity agent. Osmolality/isotonicity of the drug product should 
be assessed. 
5. The specification for the end-product pH range of 2.5 –  should be compared with the target pH 
during manufacture and evaluated upon review.  
6. Compatibility of the drug product with common diluents used for IV infusion. 
7. Specifications for drug product impurities/degradants as per ICHQ3B(R) in consultation with the 
Toxicology Division. 
8. Adequacy of the information provided for extractables, suitability and compatibility of the packaging 
system, including the leachables/extractables evaluation should be assessed in consultation with the 
Toxicology division.  
9. Regulatory status of the iSyringe™ cartridge system  

 
10. Proposed expiration dating of 24 months, including storage orientations, conditions of storage and 
adequacy of the NDA batches as representative data for all proposed commercial configurations. 
11. Photostability data as per ICH Q1B. The drug product is claimed to be protected from light by the 
secondary packaging.  
12. Labeling in SPL format. 
 
 
D. Comment for the 74-day Letter:   

1.  Provide an updated summary for the primary stability batches included in the 
NDA. In addition, provide updated stability data in inverted configurations, e.g., 
vials, Carpuject® and iSyringe™ cartridges. 

 
   

 
E. Recommendation for fileability: The NDA is fileable based on sufficient number 

of primary stability batches, and 12- month real time stability data at 25°C/40% RH and 
a biowaiver request to the approved products. The NDA is suitable for evaluation and 
assessment based on FDA and ICH guidelines for submitting CMC information for New 
Drug Applications. 
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Recommendation for Team Review: The NDA is recommended for team 
review with a biopharmaceutics reviewer for evaluation of the biowaiver to the 
referenced products. The drug substance is not an NME, the formulation does not 
include novel excipients and the manufacturing process for the drug product does not 
present complexity, e.g., novel delivery or device issues, nor significant development.  
 
Consults:  
1. Microbiology (requested) 
2. Biopharmaceutics, ONDQA (requested; reviewer: Minerva Hughes)  
3. Toxicology (to be determined and initiated by the primary reviewer)  
 
 
 
 
 
 

 Danae D. Christodoulou, Ph.D.   1/29/2011   
 CMC Lead        Date 
 
 
Prasad Peri, Ph.D.         
Acting Branch VIII Chief, ONDQA   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) 

X   DMF  

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) 

X   

9. 

Are additional manufacturing, 
packaging and control/testing 
laboratory 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) 

 X  
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