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) are involved in the microbiological testing of the drug substance. 
Based on the review of the application and inspectional history for all manufacturing and 
testing sites listed in this NDA, the overall recommendation of “Approve” was entered into 
Panorama for this NDA by the Office of Process and Facilities on September 26, 2017.

Based on the above assessments and the overall acceptable recommendation for facilities, this 
NDA is recommended for approval from the Product Quality perspective (review dated 
October 4, 2017 in Panorama).

4. Nonclinical Pharmacology/Toxicology

Dr. Terry Miller, the Pharmacology/Toxicology Reviewer, stated that the Applicant did not 
submit any new pharmacology/toxicology information in this NDA. Dr. Miller also stated that 
the Applicant’s proposed language for the pharmacology/toxicology relevant sections of the 
labeling, are consistent with the latest drug product labeling for the listed drug, Cubicin. Dr. 
Miller recommends approval for this NDA (review dated September 5, 2017 in DARRTS).

5. Clinical Pharmacology 

The Clinical Pharmacology Reviewer, Dr. Sonia Pahwa, stated that since no new clinical 
pharmacology data were submitted by the Applicant in this NDA, the clinical pharmacology 
team has no additional comments on this submission other than labeling comments (review 
dated August 24, 2017 in DARRTS).

6. Clinical Microbiology 

The Clinical Microbiology Reviewer, Dr. Avery Goodwin, stated that the proposed 
microbiology section of the labeling is consistent with the labeling of the listed drug and 
recommends approval of this NDA from a clinical microbiology perspective (review dated 
August 31, 2106 in DARRTS).

7. Clinical/Statistical – Efficacy and Safety

Dr. Alma Davidson was the Clinical Reviewer for this NDA.

Dr. Davidson states that there are no clinical trials conducted by the Applicant to support this 
NDA and that the NDA relies on FDA’s prior determination of effectiveness and safety of 
daptomycin based on studies.

Dr. Davidson further notes that the review of the literature identified no new safety 
information. The most frequently reported adverse events are gastrointestinal disorders, 
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infections and infestations, musculoskeletal and connective tissue disorder, nervous system 
disorders, and skin and subcutaneous tissue disorders. 

Dr. Davidson recommends this NDA for approval. In addition, Dr. Davidson also recommends 
revisions to the proposed labeling to align with the Cubicin labeling (refer to review dated 
August 24, 2017 in DARRTS). 

8. Advisory Committee Meeting 

This NDA was not discussed at an advisory committee meeting as there were no specific 
questions that needed input from the committee. 

9. Pediatrics

Under the Pediatric Research and Equity Act (PREA), all applications for new active 
ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless the requirement is waived, 
deferred or inapplicable. As none of these criteria are applicable, this NDA is exempt from 
PREA requirements.

10. Other Relevant Regulatory Issues 

No clinical studies/trials were conducted in support of this NDA. Therefore, no inspection 
request was sent to the Office of Scientific Investigations (OSI).

The listed drug, Cubicin (daptomycin for injection), 500 mg/vial, had several pending patents 
listed in the Orange Book at the time NDA 209949 was submitted. There is only one 
unexpired patent listed for Cubicin in the Orange Book at this time:

o US Patent No. 8,003,673 - Expiry Date: September 4, 2028

Xellia has submitted Paragraph IV certifications regarding the above patents and notified the 
patents and the NDA holders (Merck and Co., Inc., Cubist Pharmaceuticals Inc., and Cubist 
Pharmaceuticals, LLC) on February 22, 2017, that they had submitted an NDA to the FDA 
under Section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act. Subsequently, on July 
14, 2017, Xellia notified the FDA that no litigation has been initiated within the 45 day period 
following receipt of the notice.
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11. Labeling 

No trade name was proposed for the drug product. Labeling revisions and recommendations 
were provided from several disciplines including DMEPA and OPDP. All recommended 
changes were agreed to and incorporated by the Applicant in the package insert, and the 
respective carton and container labels. With the passage of the FDA Reauthorization Act 
(FDARA) on August 18, 2017, FDA was given the authority to include a disclaimer statement 
in product labels for 505(b)(2) applications where protected pediatric information is removed 
and statements of appropriate pediatric information necessary to assure safe use (see amended 
section 505A(o) of the Federal Food, Drug & Cosmetic Act). The disclaimer statements were 
added to the proposed labeling. A final agreed to label will be appended to the action letter.
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