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 Initial Quality Assessment 
Division of New Drug Quality Assessment I 

Branch II 
 

OND Division: Division of Hematology Products 
NDA: 205582 

Applicant: Sun Pharma Global FZE 
Authorized U.S. Agent: Karin A. Kook, Ph.D., Salamandra, LLC 

Stamp Date: 27-Mar-2013 
PDUFA Date: 07-Sep-2013 

Proprietary (Brand) Name of Drug Product: N.A. 
Established Name: Decitabine for Injection (50 mg/vial) and 

          Diluent for Decitabine for Injection (50 mg/vial) 
Dosage Form(s): Injection, Powder, for Solution 

Strength(s): 50 mg/Vial 
Route of Administration: Intravenous  

Proposed Indication(s): Indicated for treatment of patients with MDS 
including previously treated and untreated, de 
novo and secondary MDS of all French- 
American-British subtypes and intermediate-1, 
intermediate-2, and high-risk International 
Prognostic Scoring System groups. 

Pharmacologic Class: Antineoplastic Agent 
CMC Lead: Janice Brown, Branch II/DNDQA1/ONDQA 

Chief, Branch II: Ali Al Hakim, DNDQA1/ONDQA 
 
               Yes   No 
ONDQA Fileability:          X    
Comments for 74-Day Letter           X  
 
CONSULTS/ CMC RELATED REVIEWS 
Consult Comment 
Biopharmaceutics Elsbeth Chikhale 
CDRH Not Applicable 
EA Categorical exclusion requested  
EES Refer to attachment 1 for a list of manufacturing sites submitted 

in EES 
Methods Validation Not required per IQP 5105 
Microbiology Neal Sweeney 
Pharm/Tox To be determined by Primary Reviewer 
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NDA 205582, Decitabine for Injection 
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SUMMARY 
 
This 505(b)(2) application relies on the FDA’s finding of safety and effectiveness for the listed 
drug, Dacogen

 
(decitabine) for Injection marketed by Eisai Inc. under the approved NDA # 

21790. Decitabine, an analogue of the natural nucleoside 2’-deoxycytidine, is approved for 
treatment of patients with myelodysplastic syndrome (MDS). Decitabine for Injection, like 
Dacogen®, is intended for administration by injection as an intravenous infusion over either 1 or 
3 hours. The proposed indications and dosing instructions for Sun's Decitabine for Injection are 
identical to those of the currently approved product.  There are two approved regimens for 
Dacogen administration: 

•  15 mg/m2, given as a continuous infusion over 3 hours every 8 hours for 3 days; the cycle 
is to be repeated every 6 weeks 

• 20 mg/m2, given as a continuous infusion over 1 hour daily for 5 days; the cycle is to be 
repeated every 4 weeks  

 
No clinical safety, efficacy or clinical pharmacology studies were submitted in this NDA.  A 
repeat dose toxicity study was performed to support the level of two impurities (  and 

) that exceed the ICH qualification threshold after the drug product has been 
reconstituted and further diluted in 0.9 % sodium chloride injection, 5% dextrose injection, or 
Lactated Ringer’s solution to produce the admixture.   
 
Decitabine is pyrimidine nucleoside analog. It differs from natural nucleoside deoxycytidine by 
the presence of nitrogen at position 5(*) of cytosine ring (see figure 1). The substitution at 5-
position prevents methylation and consequently affects the DNA transcriptional activity which 
results in anti-neoplastic activity. 
 

    
    Figure 1:  Comparison of the natural nucleoside deoxycytidine with decitabine.   
 
The applicant’s proposed Decitabine for Injection will be available as a combination pack that 
includes a product vial (containing only decitabine) and diluent vial (containing and 
water). This is a new formulation of Decitabine for Injection, when reconstituted with the 
accompanying diluent will be identical in composition to the listed drug, Dacogen. The drug 
product vial contains only decitabine without any   The diluent supplied with the drug 
product contains monobasic potassium phosphate and sodium hydroxide. Upon reconstitution 
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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) 

X   

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   
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