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Facilities review/inspection: The drug substance and drug product manufacturing sites were submitted 
for inspection and the current overall Office of Compliance recommendation is “Acceptable”.

4. Nonclinical Pharmacology/Toxicology
The reviewer recommended approval based on the results of the Ames test which 
demonstrated a lack of genotoxicity of the compound. No other tests were required of the 
Applicant.

5. Biopharmaceutics 
The reviewer recommended approval based on a review of the biowaiver request.  The pH and 
osmolality differences between the listed drug product and the proposed product were 
determined to be acceptable.  The reviewer states that “Although the Delta difference in 
osmolality results are about 200 mOsm/kg using Freezing Point method and about 100 
mmol/kg using Vapor Pressure method, the hemolysis in human whole blood study confirmed 
that the proposed product does not cause hemolysis compared to the positive control Triton X-
100. Therefore, the differences in osmolality determination between the two methods 
(Freezing Point and Vapor Pressure) are not considered significant”. It was concluded that a 
biowaiver could be granted.

6. Product Quality Microbiology
The reviewer recommended approval from a quality microbiology perspective with no pending 
issues.  The description and validation of the  process was 
determined to be adequate. It was concluded that the validation studies support the ability of 
the sterilization cycle to provide product  to a sterility assurance level of 

.  The endotoxin and sterility methods for release testing of the product were also deemed 
to be adequate. The integrity of the container closure over the shelf-life of the product was 
established by appropriate testing in the stability program. The original labeling statement 
concerning directions for use in the Package Insert, “Once drug has been withdrawn, bag 
should be used within 24 hours, discarding any unused portion” was not acceptable in the 
absence of a microbial study to support the 24 hour room temperature storage limit. This issue 
was resolved by a revision of the Storage and Handling section of the label to exclude storage 
of the bag once a bolus of the drug is removed.

7. Clinical/Statistical- Efficacy
N/A

8. Safety
N/A

9. Advisory Committee Meeting 
               N/A
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10. Pediatrics
         N/A

11. Other Relevant Regulatory Issues
               N/A

12. Labeling
No proprietary name was proposed by the Applicant.  The submitted labels and labeling for 
the Dual Port Bag, Overwrap and Carton were reviewed by DMEPA and several revisions 
were recommended, including deletion of “ ” for the 10 mg/mL strength, to be 
consistent with Brevibloc labeling.  The revised labels and labeling were deemed acceptable 
by DMEPA.

13. Recommendations/Risk Benefit Assessment
 Recommended Regulatory Action 

All primary reviews of this application recommended approval and I concur with the 
reviewers.  Esmolol Hydrochloride Premixed Injection may be approved with a shelf-life of 18  
and 24 months at room temperature for the 10mg/mL and 20 mg/mL strengths, respectively.

 Risk Benefit Assessment
This is a 505(b)(2) application for esmolol hydrochloride premixed injection which relies on 
the safety and efficacy established for the marketed product, Brevibloc.  Consequently, the 
risk/benefit of this product is expected to be the same as Brevibloc.
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