
CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 
 

APPLICATION NUMBER: 
 

206769Orig1s000 
 
 

CROSS DISCIPLINE TEAM LEADER REVIEW 









Cross Discipline Team Leader Review
NDA 206769

4

In support of a waiver of in vivo bioequivalence (BE), Teva submitted an in vitro bridging 
study to assess in vitro equivalence of the anticoagulant pharmacodynamic activity between 
Teva’s Argatroban injection and the listed drug, Sandoz Argatroban Injection, The results 
indicate that an acceptable in vitro bridge between Teva’s product and the Sandoz product was 
established. The Clinical Pharmacology reviewer, Young Jin Moon, Ph.D. recommended 
approval (signed November 19, 2014) of the NDA from a clinical pharmacology perspective.  

Biopharmaceutics

The Applicant requested a waiver of in vivo bioavailability/bioequivalence (BA/BE) 
requirements for Argatroban for Injection based on 21 CFR § 320.22 (b). To support the 
biowaiver request, the applicant stated that the proposed changes in the drug product strength 
(total drug content per container) and packaging components do not pose questions of safety or 
efficacy because the formulation, the indications, the doses, and the route of administration of 
the proposed drug product are the same as those of the listed drug.  The Biopharmaceutics 
review found the Applicant’s justification acceptable. The supportive in vitro study assessing 
the equivalence of the anticoagulant pharmacodynamics (PD) activity between the proposed 
Argatroban product and the listed drug was evaluated and found acceptable by the Clinical 
Pharmacology Reviewer, Dr. Young Jin Moon. Therefore, the biowaiver request for 
Argatroban Injection, 250 mg/250 mL (1 mg/mL) is granted. The Biopharmaceutics reviewer, 
Houda Mahayni, Ph.D. recommended approval (signed November 21, 2014) of the NDA from 
a biopharmaceutics perspective.  

6. Clinical Microbiology 

No Clinical Microbiology review was required for this NDA.

7. Clinical/Statistical- Efficacy

This application is submitted as a 505(b)(2) NDA relying on previous determination of
efficacy and safety of RLD argatroban for its labeled indications. Argatroban is indicated as
an anticoagulant for:

• Prophylaxis or treatment of thrombosis in adult patients with heparin-induced 
thrombocytopenia (HIT).

• As an anticoagulant in adults patients with or at risk for HIT undergoing percutaneous 
coronary intervention (PCI).

No clinical studies have been conducted with Teva’s argatroban product. No clinical issues 
which preclude approval were found and the Clinical Review (Hyon-Zu Lee. Pharm D, final 
signature September 30, 2014) recommended tentative approval of the NDA, pending an
approval recommendation from the other disciplines.

No Statistical Review was done for this NDA.

8. Safety
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No safety evaluation was performed for this NDA.  

9. Advisory Committee Meeting 

There was no Advisory Committee meeting held for this application.

10. Pediatrics

There was no Pediatric Review of this NDA.

11. Other Relevant Regulatory Issues 

 Application Integrity Policy (AIP): There were no AIP issues raised during the pre-
approval inspections for this NDA.

 Exclusivity or patent issues of concern: No issues were noted for this NDA. 

 Financial disclosures: Not applicable

 Other GCP issues: None

 DSI audits: Not applicable

 Other discipline consults: None

 Any other outstanding regulatory issues: None

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). The proposed labeling for the Teva
Argatroban injection is essentially the same in content as that of the innovator product except 
for changes required due to (1) the change in total drug content and packaging components (2) 
the drugs are produced and distributed by different manufacturers.   Differences in labeling 
affect sections 3 (Dosage Forms and Strengths), 11 (Description), and 16 (How Supplied).  

The exact wording of the labeling in the PLR format has been reviewed and comments from 
all disciplines were conveyed to the applicant.  The applicant submitted revised labeling 
incorporating the Division’s recommendations.  

Proprietary name:  There was no proprietary name proposed for this product.
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DMEPA comments: In an initial review dated October 2, 2014, the DMEPA reviewer 
(Michelle Rutledge, Pharm.D.) identified several specific deficiencies in the prescribing 
information, and container/carton labeling. These deficiencies were conveyed to the firm.  The 
applicant submitted revised labeling incorporating the DMEPA’s recommendations on 
October 8, 2014.   

Patient labeling/Medication guide:  Not required for this product.

13. Recommendations/Risk Benefit Assessment

Clinical, CMC, pharmacology/toxicology, and clinical pharmacology recommend approval of 
this NDA.  This application may be approved.

 Recommended Regulatory Action

Approval

 Risk Benefit Assessment

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 deficiencies and the application has received an approve recommendation from the 
Office of Compliance. There are no outstanding regulatory issues for this NDA.  This 
application may be approved. 

 Recommendation for Postmarketing Risk Management Activities

This does not apply to this NDA.

 Recommendation for other Postmarketing Study Commitments

None

 Recommended Comments to Applicant

None
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