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M E M O R A N D U M 
 

 1 

DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 

FOOD AND DRUG ADMINISTRATION 

CENTER FOR DRUG EVALUATION AND RESEARCH 

 
  

 
DATE:   03/14/2018  

 
TO:    Rabiya Halder  
  Regulatory Project Manager 
  CDER/OPQ/OPRO  
  
FROM:  Jonathan Burgos, Ph.D. 
      Review Microbiologist 
      CDER/OPQ/OPF/DMA/Branch 1 
     
THROUGH:  Elizabeth Bearr, Ph.D. 
   Review Microbiologist 
   CDER/OPQ/OPF/DMA/Branch 1 

   
SUBJECT: NDA:  205580    
  Submission Date: 01/31/2018 
  Drug Product:  Bendamustine Hydrochloride Injection 100 mg/4 mL (25 mg/mL) 
  Applicant:  Eagle Pharmaceuticals, Inc. 
 

Conclusion:  The submission is recommended for approval on the basis of sterility assurance. 
 
In 31 January 2018, Eagle Pharmaceuticals, Inc. submitted an amendment to support the final approval 
of NDA 205580.  The application was originally received in 01 July 2013 and it was recommended for 
approval in 02 July 2014 pending acceptable overall recommendation from the Office of Compliance.  
A review of the product quality microbiological data can be accessed in the NDA 205580 CMC and 
Microbiology Review document, dated 05 May 2014.  Below is a review of the microbiological-
relevant changes proposed in the current submission.  The proposed changes, detailed in Reviewer’s 
Guide (Section 1.2), have been organized according to their respective common technical document 
sections.             
 
Section 3.2.P.3.1 (Manufacturers, [Page 1/3]) and 3.2.P.5.3, Validation of Analytical Procedures, 
[Page 1/2])  
 
An additional drug product stability testing facility was proposed.  In the 2013 submission, stability 
testing was only performed at the manufacturing facility.     
   
 
 
Proposed Testing Facility:  
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ERIKA A PFEILER
05/14/2014

JOHN W METCALFE
05/14/2014
I concur with the assessment of the information pertaining to product quality microbiology.

GAETAN LADOUCEUR
05/14/2014

ALI H AL HAKIM
05/14/2014
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Chemistry, Manufacturing and Control Memorandum   
NDA 205580  

(Bendamustine Hydrochloride) 
 

 
Subject: Refuse To File  
To: NDA 205580 Bendamustine Hydrochloride  for 

Injection 
From:  Ali Al-Hakim, Branch Chief, ONDQA 
Division: DHP/OHOP 
Date:  August 23, 2013 
 
The DMF holder did not submit sufficient drug substance stability data to justify 
a re-test period in their DMF in support of the above NDA. The holder submitted 
6 months of long term  and six month data at the accelerated conditions 
of  for three batches of bendamustine hydrochloride drug substance. 
Results met the proposed limits; however, at both accelerated and long term 
conditions, some batches were at the maximum moisture content limit of %. For 
more details, see Quality Filing Review in DARRTS dated August 07, 2013. 
The lack of 12 months long term stability data is a refuse to file issue. This is 
based on the Guidance for Review Staff and Industry Good Review Management 
Principles and Practices for PDUFA Products (GRMPs), which indicates that all 
NDAs are to be complete in the original submission.  
 
In conclusion, CMC recommends refuse to file action for this NDA because the 
application does not contain sufficient stability data at the time of submission. 
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