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5.   Clinical Pharmacology/Biopharmaceutics

The proposed drug product differs from the reference listed drug (RLD, Sandoz, Inc., NDA 
22485) in total drug content per container (125 mg/125 mL) and package components. In 
support of a waiver of in vivo bioequivalence, the applicant conducted an in vitro bridging 
sstudy to assess in vitro equivalence of the anticoagulant pharmacodynamic activity (as 
assessed by activated partial thromboplastin time (aPTT), prothrombin time (PT), and 
thrombin time (TT) in pooled plasma samples) between Teva’s and Sandoz’s products. The 
90% CI of the ratios of means between Teva and the RLD were within the pre-specified 
confidence bound of 90% to 110%. Therefore, the biowaiver request for Argatroban Injection, 
250 mg/250 mL (1 mg/mL) is granted. 

There are no outstanding biopharmaceutics issues related to the Argatroban injection product 
and the reviewers recommended approval.

I concur with the conclusions reached by the clinical pharmacology/biopharmaceutics reviewer 
that there are no outstanding clinical pharmacology issues that preclude approval.

6. Clinical Microbiology
N/A.  

7. Clinical/Statistical-Efficacy

No clinical efficacy information is included in this submission. No clinical issues which 
preclude approval were found. The Clinical Review recommended tentative approval of the 
NDA, pending an approval recommendation from the other disciplines.

8. Safety

No clinical safety information is included in this submission.
  

9. Advisory Committee Meeting

This application was not presented at an Advisory Committee meeting. 

10. Pediatrics

There is no new information in the resubmission that would require a Pediatric and Maternal 
Health Staff (PMHS) review.  
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11. Other Relevant Regulatory Issues

An Establishment Evaluation Request (EER) was submitted to the Office of Compliance, and 
an overall “Approve” recommendation was issued.

12. Labeling

The formatting of the applicant’s proposed labeling has been constructed to comply with the 
requirements of the Physician’s Labeling Rule (PLR). 

13. Decision/Action/Risk Benefit Assessment

• Recommended Regulatory Action

Approval.

• Risk Benefit Assessment

The risk/benefit assessment is the same as for the listed drug. The review of this NDA is based 
primarily on chemistry, manufacturing and controls and clinical pharmacology/ 
biopharmaceutics data. The Applicant has satisfactorily responded to the CMC information 
requests and the application has received an “Approve” recommendation from the Office of 
Compliance. There are no outstanding regulatory issues that preclude approval.

There are no recommendations for Postmarketing Risk Management Activities or other 
Postmarketing Study Commitments.
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