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MEMO TO FILE 

 
NDA:   204016 

 
From:   Li-Shan Hsieh Ph.D. 
  CMC Reviewer, Branch II, Division I, ONDQA 
 
To:  Ali Al-Hakim Ph.D. 
  Branch Chief, Division I, ONDQA 
 
Date:   Apr 11, 2013  
 
SUBJECT:  EES Acceptable for NDA 204016 
 
The original CMC review for NDA 204016 dated 11-Oct-2012 has recommended Approval for 
this NDA pending overall recommendation from the Office of Compliance. However, Office of 
Compliance has issued an overall acceptable recommendation for this application dated 05-
Feb-2013. Therefore, the NDA is recommended for approval from CMC perspective. 
 
The EES report is attached to this Memo. 
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---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

LI SHAN HSIEH
04/12/2013

ALI H AL HAKIM
04/12/2013
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MEMO TO FILE 

 
NDA:   204016 

 
From:   Li-Shan Hsieh Ph.D. 
  CMC Reviewer, Division I, ONDQA 
 
To:  Nallaperumal Chidambaram Ph.D. 
  Acting Branch Chief, Division I, ONDQA 
 
Date:   November 15, 2012  
 
SUBJECT:  EES update for NDA 204016 
 
The CMC review for NDA is recommended for Approval pending overall recommendation 
from the Office of Compliance. The current EES report indicates a withhold recommendation 
for the Hospira Boulder facility for NDA 204016, dated 14-Nov-2012. The rest of the facilities 
have been found Acceptable. The overall application recommendation is not available at this 
time, dated 15-Nov-2012. 
 
The EES report is attached to this Memo. 
 

Reference ID: 3217300















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

LI SHAN HSIEH
11/15/2012

NALLAPERUM CHIDAMBARAM
11/15/2012
I concur.
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In-Use Stability Information: 
Hospira Zoledronic Acid, 4mg/100mL Premix bags were spiked with each of the transfer devices 
described above.  It was ensured that the drug solution was in contact with the fluid path of the 
IV transfer device for a period  under ambient conditions.  These conditions are 
considered to be worst case as section 2.3 of the package insert indicates the solution should be 

 after preparation of the reduced dose.  The package insert 
also states the total time between preparation of the reduced dose and end of administration must 
not exceed .  Critical attributes such as appearance, pH, potency and impurities were 
evaluated to demonstrate chemical compatibility. The  transfer devices 
were in contact with Hospira Zoledronic Acid, 4mg/100mL Premix lot 1023802, and the  
transfer device was in contact with Zoledronic Acid, 4mg/100mL Premix lot 1023803. The 
transfer device contact solutions were compared to appropriate control solutions from the same 
lots. 
 
Table. In-use Stability Data 
 

 
Evaluation: 
Based on the test data provided for representative commercially available transfer device, no 
significant change in Appearance, pH, Assay and Impurities are observed over the period of  

 at condition under consideration. 
 
Conclusion: 
Zoledronic Acid Injection is shown to be compatible with the above transfer devices, and has 

demonstrated acceptable stability for the in-use period of .   
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electronically and this page is the manifestation of the electronic
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---------------------------------------------------------------------------------------------------------
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----------------------------------------------------

HARIPADA SARKER
11/02/2012

NALLAPERUM CHIDAMBARAM
11/02/2012
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

LI SHAN HSIEH
10/11/2012

NALLAPERUM CHIDAMBARAM
10/11/2012
I concur
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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) 

Yes   

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) 

Yes   

Reference ID: 3100054
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

HARIPADA SARKER
03/09/2012

LIANG ZHOU on behalf of SARAH P MIKSINSKI
03/09/2012
for BC, Sarah
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