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Labeling Review
NDA 209776

Review Of Common Technical Document-Quality (Ctd-Q) Module 1

Labeling  & Package Insert

A. Carton and Container Label

The carton is as follows.

An enlarged section of the carton is as follows.

(b) (4)



Comments: Adequate.  The applicant has been informed (e-mail from Jane Dean 8/14/17) that 
the container label should state “Single Dose Only” rather than “ ”.  Additionally 
the carton, in conformity with the container label, should contain the statements:

For Intravenous Infusion Only
Single Dose Only
Discard Unused Portion After Use

(b) (4)

(b) (4)



The storage statement is correct.  As amended the carton and container label are acceptable from 
the CMC point of view.

B. Package Insert

The CMC sections of the Package Insert are as follows.

Section Contents Comments

Section 2.3 Preparation and 
Administration of 
VABOMERE for Intravenous 
Infusion

Indicate that the entire 
reconstituted volume should 
be withdrawn.  Provide a table 
(Table 2) describing the 
volumes used to prepare 
various doses.

Section 3 Dosage Forms and Strengths Add “and sealed with a rubber 
stopper and an aluminum 
overseal”.

Section 11 Description Acceptable
Section 16 How Supplied/Storage and 

Handling
Acceptable. The Storage 
Statement is: “Store vials at 
20C to 25C (68F to 77F); 
excursions are permitted to 
15-30C (59-86F) [see 
USP, Controlled Room 
temperature (CRT)]”.

The label recommendations (Section 2.3) that the constituted solution be further diluted with 
saline immediately and that infusion of the diluted solution should be completed within 4 hours 
when stored at room temperature, or within 22 hours when refrigerated are supported by data.  
This has been emphasized in the label with the phrase “must be completed”.  These comments 
were conveyed to the clinical review team.

As amended Section 2.3 is as follows.

2.3 Preparation and Administration of VABOMERE for Intravenous Infusion
Preparation
VABOMERE is supplied as a dry powder in a single-dose vial that must be constituted and 
further diluted prior to intravenous infusion as outlined below. VABOMERE does not contain 
preservatives. Aseptic technique must be used for constitution and dilution.

1. To prepare the required dose for intravenous infusion, constitute the appropriate number 
of vials, as determined from Table 2 below. Withdraw 20 mL of 0.9% Sodium Chloride 
Injection, USP, from an infusion bag and constitute each vial of VABOMERE. 



2. Mix gently to dissolve. The constituted VABOMERE solution will have an approximate 
meropenem concentration of 0.05 gram/mL and an approximate vaborbactam 
concentration of 0.05 gram/mL. The final volume is approximately 21.3 mL. The 
constituted solution is not for direct injection. 

3. The constituted solution must be diluted further, immediately, in a 0.9% Sodium Chloride 
Injection, USP infusion bag before intravenous infusion. The intravenous infusion of the 
diluted solution must be completed within 4 hours if stored at room temperature or 22 
hours if stored refrigerated at 2°C to 8°C (36°F to 46°F).

4. To dilute the constituted solution, withdraw the full or partial constituted vial contents 
from each vial and add it back into the infusion bag in accordance with Table 2 below. 
After dilution, the final infusion concentration of meropenem and vaborbactam will be 
approximately between 2 mg/mL and 8 mg/mL.

Table 1: Preparation of VABOMERE Doses

VABOMERE
(meropenem and 
vaborbactam) Dose

Number of 
Vials to 
Constitute for 
Further 
Dilution

Volume to Withdraw 
from Each Constituted 
Vial for Further Dilution

Volume of 
infusion bag

4 grams (2 grams-2 grams) 2 vials Entire contents 
(approximately 21 mL)

250-1000 mL

2 grams (1 gram-1 gram) 1 vial Entire contents 
(approximately 21 mL)

125-500 mL

1 gram (0.5 gram-
0.5 gram)

1 vial 10.5 mL
(discard unused portion)

70-250 mL

Visually inspect the diluted VABOMERE solution for particulate matter and discoloration prior 
to administration (the color of the VABOMERE infusion solution for administration ranges from 
clear to light yellow). Discard unused portion after use.

Comments: Adequate.  Comments have been conveyed to the clinical review team and have 
been accepted.  The term “Single Dose” is used throughout the Package Insert.  The storage 
statement is correct.  As amended the Package Insert is acceptable from a CMC point of view.
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METHOD VERIFICATION 
REPORT SUMMARY 

 
 
Date:  June 19, 2017 
 
To:  George Lunn, CMC Reviewer 
                        Dorota Matecka, CMC Lead 
 
Through:  Hongping Ye, Ph.D., Acting Lab Chief, Branch II, CDER/OPQ/OTR/DPA 
 
From:  Daniel J. Mans, Ph.D., Chemist, CDER/OPQ/OTR/DPA 
  Nisarga Phatak, Ph.D., ORISE Fellow, CDER/OPQ/OTR/DPA 
  Laura Pogue, Ph.D., Method Verification Coordinator, CDER/OPQ/OTR/DPA
    
 
Subject: Method Verification for NDA 209776:  Carbavance (meropenem and       

vaborbactam) powder for injection 
 
The following methods were evaluated and are not acceptable  for quality control and 
regulatory purposes: 
 

1. Identification, Assay & Related Substances in Vaborbactam (current 4/4/17) 
2. Determination of Related Substances in Meropenem-Vaborbactam for Injection 

(Version 2.0) 
 

The Division of Pharmaceutical Analysis (DPA) has the following comments pertaining 
to the methods: 
 
*Note:  As a result of failing results for several system suitability criteria for both methods, 
DPA performed a check analysis by a second analyst on a separate HPLC system.  After 
obtaining failing system suitability results for the Drug Substance method once again, it was 
determined there was no need to use additional resources for a check analysis of the Drug 
Product method as it was confirmed to be a method issue and not an analyst or system issue. In 
addition, without successful system suitability results, results for the actual drug substance and 
drug product are invalid and therefore, not included in this report. 

Original analyst worksheets can be viewed using this ECMS link:  
http://ecmsweb.fda.gov:8080/webtop/drl/objectId/090026f881123813  
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