
 
 

CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 

APPLICATION NUMBER: 
 

206910Orig1s000 
 

CHEMISTRY REVIEW(S) 
 

















oseph ne 
M  ee -S

       
      

 
 

    
   

Josephine 
M. Jee -S

Digitally signed by Josephine M. Jee 
-S 
DN: c=US, o=U.S. Government, 
ou=HHS, ou=FDA, ou=People, 
0.9.2342.19200300.100.1.1=130002
2233, cn=Josephine M. Jee -S 
Date: 2015.03.18 12:42:46 -04'00'

Janice T. 
Brown -A

Digitally signed by Janice T. Brown -A 
DN: c=US, o=U.S. Government, 
ou=HHS, ou=FDA, ou=People, 
0.9.2342.19200300.100.1.1=13001016
85, cn=Janice T. Brown -A 
Date: 2015.03.18 12:45:56 -04'00'



CHEMISTRY REVIEW

NDA 206910

JadenuTM (deferasirox) Film-coated Tablets

Novartis Pharmaceuticals Corporation

Josephine Jee

Office of New Drug Quality Assessment
Division of New Drug Quality Assessment I

Branch II

For the Office of Hematology and Oncology Drug Products
Division of Drug Hematology Products





























1 9

MEMORANDUM 
Date: Nov 20, 2014 
 
TO: NDA 206910 
 
FROM:  
DEBASIS GHOSH, Ph.D., M. Pharm., Senior Reviewer, 
ONDQA/OPS/CDER/FDA 
 
THRU:  
ALI AL-HAKIM, Ph.D., Branch Chief, ONDQA/OPS/CDER/FDA 
 
SUBJECT: EVALUATION OF THE PROPOSED MANUFACTURING 

PROCESS & DESIGN SPACE FOR DRUG PRODUCT 
 
Novartis (‘the sponsor’) has submitted a New Drug Application (NDA) 
under 505(b)(1) of FDCA 21 CFR 314.50 for deferasirox (ICL670) film-
coated tablets for the treatment of chronic iron overload due to blood 
transfusions and non-transfusion dependent thalassemia. Deferasirox is 
an orally active chelator that is selective for ferric ion. The drug was first 
approved in 2005 under the trademark of Exjade and is currently 
formulated as a dispersible tablet. In this NDA, Novartis proposed a new 
dosage form, a film-coated tablet. The sponsor reasoned that tablet is 
easy to swallow and will improve patient compliance. In addition, based 
on the bioavailability study, the sponsor proposed a lower strength for 
film-coated tablets compared to commercially available dispersible 
Exjade tablets. 
 
The sponsor employed Quality by Design (QbD) and Quality Risk 
Management (QRM) principles in the manufacturing process 
development in line with ICHQ8, Q9, and Q10 guidances. The 
manufacturing process development plan follows classical QbD 
approach:  
 

• Quality Target Product Profile  
• Risk assessment 
• Design of experiment (DoE) 
• Design space 
• Verification at full scale  
• Continual verification  

 
Quality Target Product Profile: 
The quality target product profile is to develop a physically and 
chemically stable solid, oral dosage form which is easy to swallow and 
will improve patient compliance. After carefully considering several 
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CONCLUSION and RECOMMENDATIONS: 
 
The proposed ‘Full Scale Design Space’ as described in Sec 3.2.P.3.4 is 
acceptable. The sponsor considered a  approach to define the 
design space. Inclusion of a non-critical process parameter  

 is justified due to its potential impact on product quality when 
combined with another variable . The proposed control 
strategy and manufacturing settings for CPPs and non-CPPs are 
adequate.  The proposed plan for continual verification of the 
manufacturing process during the life cycle of the product is adequate. 
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