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1. EXECUTIVE SUMMARY
Caspofungin is a semisynthetic lipopeptide (echinocandin) compound synthesized from a 
fermentation product of Glarea Lozoyensis. Caspofungin inhibits the synthesis of beta (1,3)-
D-glucan, an essential component of the cell wall of susceptible Aspergillus species and 
Candida species. Beta (1,3)-D-glucan is not present in mammalian cells. Caspofungin has 
shown activity against Candida species and in regions of active cell growth of the hyphae of 
Aspergillus fumigatus.

Caspofungin is marketed in the US as Cancidas® (NDA 021227, Merck & Co., Inc.) and 
approved for use in the treatment of candidemia and Candida infections including intra-
abdominal abscesses, peritonitis, and pleural space infections; treatment of esophageal and 
oropharyngeal candidiasis; treatment of invasive aspergillosis in patients who are refractory 
or intolerant of other therapies; empirical therapy for presumed fungal infections in febrile, 
neutropenic patients. Caspofungin has been shown to be active both in vitro and in clinical 
infections against most strains of the following microorganisms: Aspergillus fumigatus, 
Aspergillus flavus, Aspergillus terreus, Candida albicans, Candida glabrata, Candida 
guilliermondii, Candida krusei, Candida parapsilosis, and Candida tropicalis

On December 27, 2013, the Applicant submitted a 505(b)(2) application NDA 206110 
seeking approval of caspofungin acetate for the same indications as CANCIDAS®. This 
product was submitted to be supplied in lyophilized 50 mg and 70 mg vials. Similar to the 
RLD, each 50 mg vial contains 54.6 mg caspofungin, but the 70 mg vial contains 77.2 mg, 
compared to 76.6 mg in CANCIDAS®. This new formulation differs from CANCIDAS® in 
that the 50 mg vial contains 100 mg arginine and the 70 mg vial contains 140 mg arginine 
whereas CANCIDAS® contains sucrose and mannitol. No new studies were submitted in 
this application. 

At the conclusion of the review cycle, the OPQ review team did not recommend approval 
because the information submitted to assure identity, strength, purity and quality of the drug 
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product were not sufficient. Additionally, the manufacturing facilities for the drug substance 
and the drug product failed inspections and a recommendation of withhold was made by the 
Office of Compliance in October 2014. A Complete Response was issued detailing the 
deficiencies on October 21, 2014. The Applicant submitted a Quality Information 
Amendment for review on May 27, 2015 that adequately addressed the manufacturing 
deficiencies. Tentative Approval was granted on November 20, 2015 due to pending 
litigation related to patent infringement that was filed against the Applicant by the innovator 
company (Merck) on August 7, 2014. The expiration of the 30 month stay is December 30, 
2016. In this submission, the Applicant is seeking final approval of this NDA in anticipation 
of an outcome of the pending district court proceedings related to the expiry date.

Overall Recommendations:
No new clinical pharmacology information was submitted in this 505(b)(2) NDA and there are 
no changes to the label pertinent to the clinical pharmacology sections. The clinical 
pharmacology team recommends approval of this 505(b)(2) NDA.   
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1. EXECUTIVE SUMMARY
Caspofungin is a semisynthetic lipopeptide (echinocandin) compound synthesized from a 
fermentation product of Glarea Lozoyensis. Caspofungin inhibits the synthesis of beta (1,3)-
D-glucan, an essential component of the cell wall of susceptible Aspergillus species and 
Candida species. Beta (1,3)-D-glucan is not present in mammalian cells. Caspofungin has 
shown activity against Candida species and in regions of active cell growth of the hyphae of 
Aspergillus fumigatus.

Caspofungin is marketed in the US as Cancidas! (NDA 021227, Merck & Co., Inc.) and is 
approved for use in the treatment of candidemia and Candida infections including intra-
abdominal abscesses, peritonitis, and pleural space infections; treatment of esophageal and 
oropharyngeal candidiasis; treatment of invasive aspergillosis in patients who are refractory 
or intolerant of other therapies; empirical therapy for presumed fungal infections in febrile, 
neutropenic patients. Caspofungin has been shown to be active both in vitro and in clinical 
infections against most strains of the following microorganisms: Aspergillus fumigatus, 
Aspergillus flavus, Aspergillus terreus, Candida albicans, Candida glabrata, Candida 
guilliermondii, Candida krusei, Candida parapsilosis, and Candida tropicalis

Fresenius Kabi USA, LLC submitted a 505(b)(2) application on December 12, 2013. The 
reference listed drug product (RLD) is Cancidas (caspofungin acetate for injection 50 mg/vial
and 70 mg/vial, a sterile lyophilized powder, injectable). The applicant’s product contains
caspofungin and is intended to be administered intravenously over a period of 60 minutes at 
the same dosage regimen as Cancidas. An initial loading dose of 70 mg is administered on 
day 1 of treatment followed by administration of 50 mg daily until resolution of the infection. 
The applicant’s proposed formulation substitutes L-arginine for the sucrose and mannitol 
found in Cancidas.

Given that the proposed caspofungin product is to be administered as a solution via 
intravenous infusion, there should be no difference in the systemic exposure, safety, or 
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efficacy of the applicant’s product compared with Cancidas. The applicant’s product is 
intended to be administered as a solution of the same dosage strength and at the same dose as 
that of Cancidas. The only difference in the formulation compared with the Cancidas is the 
substitution of L-arginine for sucrose and mannitol as a . This substitution is not 
expected to affect the excretion, metabolism, and/or distribution and therefore will not affect 
the systemic exposure (both Cmax and AUC) to caspofungin or the pharmacologic activity of 
caspofungin. The 2 formulations are expected to be therapeutic equivalents.

Because the proposed formulation is expected to be therapeutically equivalent to Cancidas, 
the applicant has not conducted any in vivo studies to support their product. Instead, the 
applicant is relying upon the information presented in the Cancidas approved labeling and on 
the Agency’s finding of safety and efficacy for Cancidas, to support its proposed caspofungin 
product. Further supportive information was provided from published literature available in 
the public domain, which includes several prospective and retrospective analyses of clinical 
safety and efficacy, clinical and nonclinical pharmacokinetic studies, and nonclinical 
pharmacology and toxicology studies with caspofungin. 

The applicant did not submit any new clinical pharmacology information with this NDA. A 
request for a biowaiver was submitted and this was reviewed by ONDQA-Biopharm 
reviewer. The label submitted by the applicant contained no new changes to the clinical 
pharmacology section.

2. RECOMMENDATIONS
No new clinical pharmacology was submitted by the applicant in this NDA and thus, the 
clinical pharmacology team has no additional comments on this submission, and 
recommends approval of this 505(b)(2) NDA.   
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