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BIOPHARMACEUTICS  REVIEW 

Division of Biopharmaceutics - Office of Pharmaceutical Quality  
Application No.:  NDA 208385-Class 2 Resubmission Biopharmaceutics Team Lead:  

Elsbeth Chikhale, Ph.D. 
Submission Date: March 24, 2017  

Division: Division of Anti Infective Products  
Biopharmaceutics Branch 
Chief (acting):   
Angelica Dorantes, Ph.D. 

Applicant: 
Sagent Pharmaceuticals, Inc. 
 

Acting Division Director: 
Paul Seo, Ph.D. 

Trade Name:   Date 
Assigned: 

April 4, 2017 

Generic Name:  
Daptomycin for Injection (350 
mg/vial)  

Date of 
Review:  

September 6, 
2017 

 
Indication:  

Treatment of complicated skin and 
skin structure infections 

Type of Submission:  505(b)(2) 
Resubmission of New Drug 
Application Dosage form/ 

Strengths: 
Powder for injection (after 
reconstitution)/350 mg 

Route of 
Administration: 

Intravenous (IV) Injection 

 
BACKGROUND 
 
Resubmission: 
The current Class 2 resubmission of 505(b)(2) NDA 208385 for Daptomycin for Injection, 350 
mg/vial drug product provides the Applicant’s  responses to the deficiency Facility and Quality 
issues listed in the FDA’s complete response (CR) letter dated June 23, 2016.  It is noted that 
the CR letter did not include any Biopharmaceutics deficiencies and therefore the current 
resubmission does not include any new Biopharmaceutics information for review. 
 
Update to the previous Biopharmaceutics Review: 
The Original Biopharmaceutics Review for NDA 208385 (embedded in the Integrated Quality 
Assessment for NDA 208385 dated May 27, 2016) states that the Applicant requested a 
biowaiver and according to 21 CFR 320.22 (b), the biowaiver Daptomycin for Injection was 
granted.   The current Biopharmaceutics Review provides clarification on the CFR regulation 
supporting the bridging between the proposed drug product, Daptomycin for Injection and the 
listed drug product CUBICIN® (daptomycin for injection) under NDA 021572. 

Under 21 CFR 320.22(b)(1), a drug product's in vivo bioavailability or bioequivalence may be 
considered self-evident if the drug product meets the following criteria: 

• Is a parenteral solution intended solely for administration by injection, and 

• Contains the same active and inactive ingredients in the same concentration as a drug 
product that is the subject of an approved full new drug application or abbreviated new 
drug application. 
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Although both, the listed and proposed drug products are formulated as lyophilized powder to 
be reconstituted to a solution for injection, the proposed drug product is qualitatively the same 
as the listed drug product, and the concentration of the active ingredient upon reconstitution is 
the same for the proposed drug product and the listed drug product; the proposed Daptomycin 
for Injection product does not fully satisfy the above criteria for a biowaiver under 21 CFR 
320.22(b)(1) because the quantity of the active ingredient in each vial is different for the 
proposed drug product compared to the listed drug (350 mg versus 500 mg). 
 
However, it is noted that based on 21 CFR 320.24(b)(6), the FDA can rely on any other 
approach deemed adequate by the FDA to establish the bridge (BA/BE) between the listed and 
proposed drug products. Specifically for NDA 208385, the difference in the quantity of the 
active ingredient is not expected to impact the bioavailability of daptomycin following 
intravenous administration, because the final concentration in the reconstituted solutions is the 
same for the listed and proposed drug products (50 mg/mL).  Therefore, in accordance with 21 
CFR 320.24(b)(6), the overall provided information is deemed adequate to support the bridge 
between the proposed Daptomycin for Injection product and the listed drug product, CUBICIN® 
(daptomycin) for Injection. 
 
 
RECOMMENDATION: 
 
From the Biopharmaceutics perspective, the Class 2 resubmission of NDA 208385 for 
Daptomycin for Injection, 350 mg/vial is recommended for APPROVAL. 
 
 
 
 
Elsbeth Chikhale, Ph.D.                                          Angelica Dorantes, Ph.D.     
Biopharmaceutics Team Lead                                   Acting Biopharmaceutics Branch Chief 
Division of Biopharmaceutics                                   Division of Biopharmaceutics/OPQ 
Office of New Drug Products/OPQ                          Office of New Drug Products/OPQ 
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