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METHODS VALIDATION REPORT SUMMARY 

 
TO: Amit Mitra, CMC Reviewer   

Office of New Drug Product (CDER/OPQ/ONDP/DNDPI/NDPBII) 
E-mail Address: amit.mitra@fda.hhs.gov  
Phone:  (301)-796-1420 
 

FROM: FDA 
 Division of Pharmaceutical Analysis 

Michael E. Hadwiger, MVP Coordinator 
645 S Newstead Avenue 

 St. Louis, MO 63110 
 Phone: (314) 539-3811 
 
Through: David Keire, Lab Chief, Branch 1  
                 Phone: (314) 539-3850 
 
SUBJECT: Methods Validation Report Summary 
 
 

Application Number: 208462      
 
 Name of Product: Ninlaro (ixazomib) capsules, 2.3 mg, 3.0 mg, 4.0 mg 

Applicant: Millennium Pharmaceuticals, Inc.. 

 Applicant’s Contact Person: Melissa Anderson, RAC, Directory Regulatory Affairs 

 Address:  40 Landsdowne Street, Cambridge, MA  USA  02139 
 
 Telephone: 617-444-2209 
              
 
Date Methods Validation Consult Request Form Received by DPA: 8/14/2014      

Date Methods Validation Package Received by DPA: 8/14/2014  

Date Samples Received by DPA:  9/10/2015 

Date Analytical Completed by DPA:  10/30/2015        

 
Laboratory Classification: 1. Methods are acceptable for control and regulatory purposes.   
 2. Methods are acceptable with modifications (as stated in accompanying report).   
 3. Methods are unacceptable for regulatory purposes.   
 
Comments:  See attached summary for analyst comments and results. 
  

Reference ID: 3845258
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Date: October 30, 2015    
 
To: Amit Mitra, CMC Reviewer, ONDP 
 
Through: David Keire Ph. D, Acting Lab Chief, Branch I, Division of Pharmaceutical Analysis 
 
From: Diem (Cindy) Ngo, Michael E. Hadwiger, Ph.D. 
  
Subject: Evaluation of NDA 208462 quality control and regulatory purposes.  

Link to analyst’s worksheets: http://ecmsweb.fda.gov:8080/webtop/drl/objectId/090026f880c09090  

 

 
Background: 
Millennium Pharmaceuticals, maker of Ninlaro (ixazomib) drug product (2.0, 3.0 and 4.0 mg capsules) – 
submitted a validation package which utilized HPLC-UV and XRPD analytical methods to characterize either the 
drug .  DPA was requested to evaluate these methods for quality control and regulatory purposes.  The methods 
evaluated were:  
 

1) 3.2. S.4.2 Analytical Procedures for Assay and Impurities by reversed-phase HPLC, MLN9708-29278 
Ver. 1.0, page 1-8:  

2) 3.2. S.4.2 Analytical Procedures for  Impurity by Chiral HPLC, MLN9708-  Ver. 1.0, 
page 1-6:  

3) 3.2. S.4.2 Analytical Procedures for Identification and Ixazomib Content by HPLC MLN9708-29279 Ver. 
1.0, page 1-8.  

4) 3.2. S.4.2 Analytical Procedure for Ixazomib Citrate    
5) 3.2. P.5.2 Analytical Procedures- Identification, Assay, and Related Substances by HPLC, MLN9708-

 Ver. 1.0, page 1-9. 
6) 3.2. P.5.2 Analytical Procedures- Dissolution with HPLC, MLN9708-29290 Ver. 1, page 1-7. 

 
 
 
Conclusion: 
 

• Based on these results, all listed methods used for 2.3 mg or 4.0 mg Ixazomib capsules were 
acceptable for quality control and regulatory purposes. 
  

   DEPARTMENT OF HEALTH & HUMAN SERVICES 
Food and Drug Administration Center for Drug Evaluation and Research 

Division of Pharmaceutical Analysis 
645 S. Newstead Avenue 
St. Louis, Missouri 63110 

Telephone (314) 539-2168 
FAX (314) 539-2113 
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