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FDA determination of effectiveness and safety of daptomycin based on studies which were not 
conducted by or for the applicant.

Table 1: Comparison of Generic Drug and Reference Listed Drug (RLD)

Manufacturer Cubist/Merck Xellia Pharmaceuticals ApS

Drug Name RLD- CUBICIN® (Daptomycin 
for Injection)

Daptomycin for Injection

Indications 1. Complicated Skin and Skin Structure 
Infections caused by susceptible  
isolates of the following Gram-positive 
bacteria; Staphylococcus aureus                    
(including methicillin-resistant isolates), 
Streptococcus pyogenes, Streptococcus 
agalactiae, Staphylococcus aureus 
Streptococcus dysgalactiae subsp. 
equisimilis, and Enterococcus faecalis 
(vancomycin-susceptible isolates only).

2. Staphylococcus aureus Bloodstream 
Infections (Bacteremia) Including 
Those with Right-Sided Infective 
Endocarditis, Caused by Methicillin-
Susceptible and Methicillin-Resistant 
Isolates.

1. Complicated Skin and Skin Structure 
Infections caused by susceptible 
isolates of the following Gram- positive 
bacteria; Staphylococcus aureus                         
(including methicillin-resistant 
isolates), Streptococcus pyogenes, 
Streptococcus agalactiae, 
Staphylococcus aureus, Streptococcus 
dysgalactiae subsp. equisimilis, and 
Enterococcus faecalis (vancomycin-
susceptible isolates only).

2. Staphylococcus aureus Bloodstream 
Infections (Bacteremia) Including 
Those with Right-Sided Infective 
Endocarditis, Caused by Methicillin-
Susceptible and Methicillin-Resistant 
Isolates.

Active Ingredient Daptomycin Daptomycin

Inactive Ingredients 1. Sodium Hydroxide, NF

2. Not known

1. Sodium Hydroxide, NF

Route of Administration Injection (intravenous) Injection (intravenous)

Dosage Form Injectable (lyophilized powder for 
solution for injection)

Injectable (lyophilized powder for 
solution for injection)

Strength 500 mg/vial 350 mg/vial

2. Background

Daptomycin for Injection contains daptomycin, a cyclic lipopeptide antibacterial agent derived 
from the fermentation of Streptomyces roseosporus. The chemical name is N-decanoyl-L-
tryptophyl-D-asparaginyl-L-aspartyl-L-threonylglycyl-L-ornithyl-L-aspartyl-D-alanyl-L-
aspartylglycyl-D-seryl-threo-3-methyl-L-glutamyl-3-anthraniloyl-L-alanine ε1-lactone. The 
chemical structure is:
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The empirical formula is C72H101N17O26; the molecular weight is 1620.67. Daptomycin for 
Injection is supplied in a single-use vial as a sterile, preservative-free, pale yellow to light 
brown, lyophilized cake containing approximately 350 mg of daptomycin for intravenous (IV) 
use following reconstitution with 0.9% sodium chloride injection . The only inactive ingredient 
is sodium hydroxide, which is used for pH adjustment. Freshly reconstituted solutions of 
Daptomycin for Injection range in color from pale yellow to light brown.

3. Pediatric Waiver Request                                                                                                             

The applicant has submitted a pediatric waiver request and believes that PREA requirements are 
not applicable to proposed Daptomycin for Injection, 350 mg/vial as it is just an additional 
strength of existing dosage form, Daptomycin for Injection, 500 mg/vial already approved by 
the FDA. The new dosage strength of 350 mg is aimed to enable more precise and flexible 
dosing of daptomycin per body weight, which is approved to be 4 or 6 mg/kg depending on 
indication. It will not therefore result in changes in PK/PD parameters in comparison to 
recommended dosage regimen of daptoinycin and paediatric studies can be waived, since this 
product would not represent a change in active ingredient, dosage form, dosing regimen, route 
of administration or new indication. Therefore, PREA requirements would not apply.

4. Chemistry, Manufacturing, and Control (CMC): Please refer to the CMC review by Dr. 
Milton Sloan for comments and recommendations.

5. Clinical Safety 

The review of the literature references showed no new safety information. The safety profile of 
daptomycin is considered favorable with system organ classes which were represented through 
the most frequently reported adverse events being gastrointestinal disorders, infections and 
infestations, muscoskeletal and connective tissue disorder, nervous system disorders, and skin 
and subcutaneous tissue disorders. Daptomycin was proven to be safe and effective in 
treatment of Gram-positive pathogens, including multi-resistant Gram-positive bacteria. It was 
proven to be not inferior to standard therapy for complicated skin and soft-tissue infections,     
S. aureus bacteremia and right-sided endocarditis, with its risk-benefit  ratio being favorable. 
Gonzalez-Ruiz A, et. al. report that results from real-world clinical experience showed that 
daptomycin is a valuable therapeutic option in the management of various difficult-to-treat 
Gram-positive infections.2, 3
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6. Labeling Review

The following updated RLD, Cubicin® labeling changes (recently approved on June 9, 2017) are 
added to the applicant’s proposed Daptomycin for Injection prescribing information:

● Several sections associated with adult patients information (including  updating the adult 
adverse reactions in HIGHLIGHTS OF PRESCRIBING INFORMATION, INDICATIONS 
AND USAGE, DOSAGE AND ADMINISTRATION, WARNINGS AND PRECAUTIONS, 
ADVERSE REACTIONS, DRUG INTERACTIONS, USE IN SPECIFIC POPULATIONS       
(8.1 Pregnancy and  8.2 Lactation subsections), CLINICAL PHARMACOLOGY, CLINICAL 
TRIALS, REFERENCES, and PATIENT COUNSELING INFORMATION) of the daptomycin 
for injection prescribing information has been updated to be consistent with the approved RLD, 
Cubicin® label  with the exception of the data related to the indication of Complicated Skin and 
Skin Structure Infections (cSSSI) for pediatric patients (1 to 17 years of age) due to RLD’s 
pediatric patent exclusivity which expires in March 29, 2020.

● Addition of “organizing pneumonia” to the WARNINGS AND PRECAUTIONS, 
Eosinophilic Pneumonia subsection (5.3) and ADVERSE REACTIONS, Post-marketing 
Experience subsection (6.2) to be consistent with the recently approved RLD, Cubicin® 
(daptomycin for injection)  prescribing information.

Other minor editorial and formatting changes were included in the applicant’s Daptomycin for 
Injection prescribing formation.

7. Conclusion and Recommendation

From the clinical perspective, this NDA is recommended for approval pending completion of the 
CMC review.
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