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1. Introduction
 
Actavis LLC has submitted NDA 208216 in support of a subcutaneous and intravenous formulation 
for azacitidine. The application is a 505(b)(2) application, referencing the lyophilized formulation 
VIDAZA (NDA 050794).  VIDAZA is also available in 100 mg single dose vials. For subcutaneous 
administration, VIDAZA (lyophilized powder) is reconstituted with 4 mL sterile water for injection 
and shaken vigorously, resulting in a cloudy 4 mg/mL suspension.  For intravenous administration, 
each vial of VIDAZA is reconstituted with 10 mL water for injection and shaken vigorously to 
obtain a clear solution.  Depending on the desired dose, appropriate amount of the VIDAZA 
solution is injected into 50 – 100 mL infusion bag of either 0.9% Sodium Chloride Injection or 
Lactated Ringer’s Injection.  Each sterile vial of VIDAZA contains 100 mg of azacitidine and 100 
mg mannitol.  The Actavis product does not contain mannitol.  Sucrose (170 mg/vial) is added  

 and phosphate . 
 
2. Background 
 
Azacitidine is an analog of the pyrimidine nucleoside, cytidine and functions as a metabolic 
inhibitor indicated for treatment of patients with the following FAB myelodysplastic syndrome 
(MDS) subtypes: Refractory anemia (RA) or refractory anemia with ringed sideroblasts (RARS) (if 
accompanied by neutropenia or thrombocytopenia or requiring transfusions), refractory anemia with 
excess blasts (RAEB), refractory anemia with excess blasts in transformation (RAEB-T), and 
chronic myelomonocytic leukemia (CMMoL).   
The current application relies on published literature and the Agency’s determination of safety and 
efficacy for the azacitidine lyophilized powder for injection (VIDAZA), which have been 
previously approved for marketing under NDA 050794 on May 19, 2004. 

3. Chemistry, Manufacturing and Controls (CMC) 
 
The drug substance for NDA 208216 is azacitidine, same as the listed drug VIDAZA. 
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Chemical Formula: C8H12N4O5
Molecular Weight: 244  
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No clinical data were submitted with this application.  The applicant has based its conclusion of 
effectiveness and safety of azacitidine for injection on the data available to FDA for the listed drug 
VIDAZA.  The applicant requested a waiver from the need to perform bioequivalence (BE) and 
bioavailability (BA) studies as the drug will be administered intravenously or subcutaneously.  The 
applicant claims that the data/information provided in this application assures “sameness” of the 
drug. 
The initial dose of the drug is 75 mg/m2 given intravenously or subcutaneously daily for 7 days.  
After a 3 week hiatus, similar cycles are administered every 28 days.  The dose may be increased to 
100 mg/m2 if no response occurs by 2nd to 4th cycle.  The dose is reduced for neutropenia, 
thrombocytopenia, or an unexplained decrease in serum bicarbonate to <20 meq/L. 
 
 

9.  Safety 
No new information provided.  DMEPA reviewer recommends a revision in the carton to inform the 
healthcare practitioners that Azacitidine should be diluted prior to intravenous infusion. 
 
 

10. Advisory Committee Meeting             N/A 

11. Pediatrics N/A  

12. Other Relevant Regulatory Issues N/A 

13. Labeling 
 
All the disciplines participated in the labeling review.  The labeling is identical to that of VIDAZA 
except for the name, inactive ingredients, applicant, and product specific information.  The 
applicant accepted all the editorial changes to the PI and the carton and container labels proposed 
by the FDA. 
 

14. Recommendations/Risk Benefit Assessment  
 

Recommended Regulatory Action  
 

This product is nearly identical to the listed product, VIDAZA.  No new clinical or nonclinical data 
were provided with this submission, as no studies were conducted for this 505(b)(2) application. 
The cross disciplinary team lead recommendation is for an APPROVAL. 
 

Risk Benefit Assessment 
 

Please refer to NDA 050794. 
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