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1  SUMMARY 
 
Daptomycin is an antibacterial drug in the cyclic lipopeptide class with in vitro activity against 
certain Gram-positive bacterial pathogens. It is FDA-approved for the treatment of complicated 
skin and skin structure infections (cSSSI), which are now known as acute bacterial skin and skin 
structure infections (ABSSSI). It is also FDA-approved for bloodstream infections (BSI) due to 
Staphylococcus aureus (methicillin-susceptible and methicillin-resistant isolates), including in 
patients with right-sided infective endocarditis. The FDA approvals were respectively based on 
evidence from two Phase 3 cSSSI trials and one Phase 3 BSI trial. The drug is administered 
intravenously and is supplied in single-use vials containing 500 mg daptomycin as a powder.  
 

This is a 505(b)(2) NDA submission in which the Applicant, Sagent Pharmaceuticals Inc., 
proposes to market a new formulation of daptomycin using the Agency’s previous finding of 
safety and efficacy for the Reference Listed Drug (RLD) Cubicin®, which is the FDA-approved 
500 mg/vial daptomycin formulation. The Applicant claims that its daptomycin for injection 350 
mg/vial formulation  to that of Cubicin® except for the amount of drug in the vial. The 
proposed dosage and administration will be identical to that of the RLD, which is either 4 mg/kg 
or 6 mg/kg depending on the patient’s creatinine clearance. A physician would simply have to 
use a different number of vials of daptomycin powder to achieve the dose using the new product. 
 
The Applicant has not performed any clinical studies of daptomycin for injection 350 mg/vial 
and does not propose any changes to the Indications and Usage or Clinical Studies section of the 
RLD label. 
 
This NDA submission does contain a literature review of both the safety and efficacy of 
daptomycin. However, the submitted efficacy literature consists of a mixture of case reports, 
retrospective studies, and non-randomized comparisons. This reviewer did not consider this 
literature to constitute adequate and well-controlled investigations providing substantial evidence 
for or against the efficacy of daptomycin for the treatment cSSSI and BSI.  
 
This reviewer defers to the Medical Officer and (if necessary) the Office of Surveillance and 
Epidemiology to determine if any new safety reports submitted in this application may affect the 
benefit-to-risk profile for daptomycin therapy. The Applicant’s review of safety included a 
summary of daptomycin 500 mg/vial-related adverse event reports from the published literature 
as well as from the FDA Adverse Event Reporting System (AERS) from the second, third, and 
fourth quarters of 2014. Published literature and AERS data for the RLD have been available 
                                                           
1 Pertel PE, Bernardo P, Fogarty C, Matthews P, Northland R, Benvenuto M, Thorne GM, Luperchio SA, Arbeit 
RD, Alder J. Effects of prior effective therapy on the efficacy of daptomycin and ceftriaxone for the treatment of 
community-acquired pneumonia. Clinical Infectious Diseases 2008;46:1142-1151. 
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since the 2003 approval, but the Applicant’s timeframe was chosen to include newly available 
data between the most recent update to the RLD Prescribing Information (November 2014) and 
the time of analysis (June 2015). The Applicant’s conclusion in its summary of clinical safety 
was that “No significant new adverse events were reported in the AERS search and literature 
searches performed” and thus that “no new safety information needs to be added to the Cubicin® 
Prescribing Information.”  
  
Overall, this reviewer has no statistical comments regarding this submission and defers to the 
other respective review disciplines. 
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