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5. Biopharmaceutics/ Clinical Pharmacology 
The applicant did not conduct in vivo studies, and has requested a waiver of in vivo studies 
based on 21 CFR 320.22 (a). The biopharmaceutics reviewer considered that the bridge to 
the RLD was established (21 CFR 320.24(b)(6)). While the listed drug Angiomax® contains 
mannitol, this is not thought to impact pharmacokinetic properties of the proposed drug 
product significantly, since the drug is injected intravenously. In addition, an in vitro 
comparison of listed drug to proposed drug product showed similar results for the coagulation 
markers aPTT, PT, and TT. Geometric mean ratios of test results fell within the 80-125% 
boundary typically accepted for bioequivalence assessment.  
 

6. Clinical/Statistical- Efficacy 
The applicant did not conduct new in vivo studies, and the in vitro potency study as well as 
the biowaiver based on based on 21 CFR 320.22 (a) provide the bridge to the RLD. A review 
was not considered necessary by the relevant division. 

7. Safety 
The application does not raise new issues regarding the safety of bivalirudin. Specific 
changes to safety sections of the label are discussed under “Labeling”. 

8. Advisory Committee Meeting  
The application does not raise new significant issues regarding the safety or effectiveness of 
the drug. Therefore, no Advisory Committee Meeting was held. 

9. Pediatrics 
Because the proposed drug product is a new dosage form, the submission triggers PREA. As 
agreed with PeRC the requirement to conduct pediatric studies for the indications sought by 
the sponsor will be waived, because this is not an indication commonly observed in pediatric 
patients. 

10. Other Relevant Regulatory Issues  
None. 

11. Labeling  
The label was revised to update several sections of the label and update it to conform to 
contemporary labeling practices, including bringing the label to accordance with the PLLR. In 
addition, the sections mentioned below were edited for clarity and redundancies in indication 
and dosing statements were removed.  
 
Key sections of labeling that were revised include the following: 

1. Indications and 
Usage 

2. Dosage and 
Administration 
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5. Warnings and 
Precautions 

6. Adverse 
Reactions 

14. Clinical Studies 

 

12. Recommendations/Risk Benefit Assessment  
 
Recommended Regulatory Action 
Approval for the following indication:  

Bivalirudin Injection is an anticoagulant for use in patients undergoing percutaneous 
coronary intervention. 

 
Risk Benefit Assessment 
The risk-benefit of this product is not expected to differ from that of the reference listed drug 
Angiomax.  
 
Recommendation for Postmarketing Risk Evaluation and Management Strategies 
None 
 
Recommendation for other Postmarketing Requirements and Commitments 
None 
 
Recommended Comments to Applicant 
None 
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