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Executive Summary

1.1 Introduction

Caspofungin acetate is an echinocandin derived from a fermentation product of Glarea 
Lozoyensis. It inhibits the synthesis of beta (1,3)-D-glucan, a component of the cell wall 
of susceptible yeasts or molds, but which is not present in mammalian cells. 

Caspofungin acetate (as CANCIDAS® (caspofungin acetate) for injection, for intravenous 
use) was initially approved in 2001 based on an NDA submitted by Merck Research 
Laboratories. CANCIDAS® is indicated for the treatment of presumed fungal infections 
in febrile neutropenic patients, candidemia, esophageal candidiasis, and invasive 
aspergillosis. 

On December 27, 2013, Fresenius Kabi USA submitted this NDA seeking approval for 
an intravenous formulation of caspofungin that is intended to be therapeutically 
equivalent to the listed drug CANCIDAS®.  The key difference between the two 
caspofungin acetate formulations is that this product uses arginine as a  while 
CANCIDAS® uses sucrose and mannitol as   Fresenius Kabi USA is seeking 
approval of
caspofungin acetate for the same indications as CANCIDAS® under section 505(b)(2) of 
the FD&C act, relying on the Agency’s findings of efficacy and safety for the RLD to 
support approval. Similar to the CANCIDAS®, caspofungin acetate will be supplied in 
lyophilized 50 mg and 70 mg vials. 

Tentative approval of this NDA was granted in November, 2015, subject to a period of 
patent protection such that final approval of the application under section 505(c)(3) of the 
Act [21 U.S.C. 355(c)(3)] could not be made effective until December 30, 2016. This 
delay resulted from a patent infringement suit filed by Merck and Company, Inc. with 
respect to patents 5,514,650 and 5,952,300 in the United States District Court for the 
District of New Jersey.

No new pharmacology, pharmacokinetics, or toxicology data were submitted with this 
NDA. The applicant is relying on the Agency’s findings of safety and efficacy for 
CANCIDAS® and the nonclinical information in the approved CANCIDAS® labeling.

Recommendations

1.3.1 Approvability

There are no nonclinical data that would preclude the approval of this drug product.

1.3.2 Additional Non Clinical Recommendations

No additional nonclinical studies are being recommended. 

1.3.3 Labeling

No nonclinical label changes are being recommended. The label is consistent with the 
most recent version of the CANCIDAS® prescribing information.
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EExecutive Summary

1.1 Introduction

Caspofungin acetate is an echinocandin derived from a fermentation product of Glarea 
Lozoyensis. It inhibits the synthesis of beta (1,3)-D-glucan, a component of the cell wall of 
susceptible yeasts or molds, but which is not present in mammalian cells. 

Caspofungin acetate (as CANCIDAS® (caspofungin acetate) for injection, for intravenous 
use) was initially approved in 2001 based on an NDA submitted by Merck Research 
Laboratories. CANCIDAS® is indicated for the treatment of presumed fungal infections in 
febrile neutropenic patients, candidemia, esophageal candidiasis, and invasive aspergillosis.

In this NDA, Fresenius Kabi USA is seeking approval for an intravenous formulation of 
caspofungin that is intended to be therapeutically equivalent to the listed drug (LD
CANCIDAS®.  The key difference between the two caspofungin acetate formulations is 
that this product uses arginine as a  while CANCIDAS® uses sucrose and mannitol 
as 

1.2 Brief Discussion of Nonclinical Findings

No Pharmacology or Pharmacokinetics or ADME or Toxicokinetics or Toxicology studies 
were submitted for review since the applicant intends to rely on the Agency’s findings of 
safety and efficacy for CANCIDAS® and the nonclinical information in the approved Can
CANCIDAS® labeling.

1.3 Recommendations

1.3.1 Approvability

There are no nonclinical data that would preclude the approval of this drug product.

1.3.2 Additional Non Clinical Recommendations

The sponsor should adjust the acceptance limit for ‘any other single unspecified 
degradant’ to  The applicant should also reduce 
the limit on ‘total impurities’ to NMT %. These recommendations were sent to the 
applicant in an IR letter on August 22, 2014. See CMC review by Dr. Lin Qi.

1.3.3 Labeling

No labeling changes are proposed
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22 Drug Information

2.1 Drug

CAS Registry Number: 179463-17-3

Generic Name Caspofungin acetate

Code Name MK-0991

Chemical Name 1-[(4R,5S)-5-[(2-aminoethyl)amino]-N2-(10,12-dimethyl-1-
oxotetradecyl)-4-
hydroxy-L-ornithine]-5-[(3R)-3-hydroxy-L-ornithine] 
pneumocandin B0 diacetate (salt)

Molecular Formula C52H88N10O15.2C2 H4 O2

Molecular Weight 1213.42

Structure 

Pharmacologic Class Echinocandin antifungal

2.2 Relevant INDs, NDAs, BLAs and DMFs

DMF  is the drug substance DMF held by . This 
DMF was found to be inadequate to support the current NDA. See CMC review #1 dated 
September 19, 2014.

Reference ID: 3631378

(b) (4) (b) (4)





NDA 206110 Owen G. McMaster, Ph.D.

5

The applicant has also proposed a limit on ‘total impurities’ of NMT  %, but has not 
justified this limit. The applicant should reduce this limit to % per the proposal of the 
Chemistry reviewer Dr. Lin Qi. See CMC review for NDA 206110.

2.6 Proposed Clinical Population and Dosing Regimen

Caspofungin acetate is to be administered as a single dose, by slow intravenous infusion 
over approximately one hour. Caspofungin is indicated for the treatment of adults and 
pediatric patients (3 months and older) and the dose depends on the indication and patient 
population. Dose ranges from 50 mg/m2/day to a maximum of 70 mg/day and indications 
include: (1) Empirical therapy for presumed fungal infections in febrile, neutropenic 
patients; (2) Treatment of candidemia and Candida infections, specifically, intraabdominal 
abcesses, peritonitis and pleural space infections; (3) Treatment of esophageal candidiasis; 
and (4) Treatment of invasive aspergillosis in patients who are refractory to or intolerant of 
other therapies (e.g., amphotericin B, lipid formulations of amphotericin B, itraconazole).
.

33 Studies Submitted

The Sponsor intends to rely on the Agency’s findings of safety and efficacy for 
CANCIDAS® and the nonclinical information in the approved CANCIDAS® labeling and 
therefore has not conducted any nonclinical studies to support the safety of the new
product. No Pharmacology or Pharmacokinetics or ADME or Toxicokinetics or 
Toxicology studies were submitted for review.

Conclusion

There are no nonclinical data that would preclude the approval of this product. However, 
the applicant should adjust the acceptance limit for ‘any other single unspecified degradant’
to  The applicant should also reduce the limit on 
‘total impurities’ to NMT  %. 
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