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Executive Summary 
 

1. Recommendations and Conclusions on Approvability 

 

The Office of Pharmaceutical Quality Review team has assessed NDA 212035 with 

respect to Chemistry, Manufacturing, and Controls (CMC) and has determined that it 

meets all applicable standards to support the identity, strength, quality, and purity that it 

purports to have.  As such OPQ recommends approval of this NDA from a quality 

perspective.   
 

2. Background Summary  

 

Argatroban Injection in Sodium Chloride is an aqueous solution of 50 mg Argatroban in 

50 mL 0.9 sodium chloride and sorbitol for intravenous infusion.  Argatroban was 

previously approved for prophylaxis or treatment of thrombosis in adult patients with 

heparin-induced thrombocytopenia (HIT) and as an anticoagulant in adult patients with or 

at risk of HIT while undergoing percutaneous coronary intervention.  The basis for 

tentative approval of the original 505(b)(2) application was a biowaiver granted based on 

qualitative and quantitative sameness to  Argatroban injection in 0.9% sodium chloride, 

; however, for paragraph IV patent certification to a pharmaceutically 

equivalent product, the listed drug in the NDA resubmission is Argatroban in Sodium 

Chloride, NDA 022434. 

 

The drug product consists of a 50 mL aqueous solution of argatroban and excipients.  

Each mL contains 1 mg argatroban, 3 mg sorbitol (NF) , and 9 mg 

sodium chloride (USP) ,  Water for Injection (USP).  

 

 

 

NDA 212035 was tentatively approved on 2/28/2019 with a paragraph IV patent 

certification from the Applicant.  The Integrated Quality Assessment for the original 

NDA concluded that there were no approvability issues with the drug substance, drug 

product, microbiology, manufacturing, or facilities.  On 4/7/2021, the Applicant 

resubmitted the NDA with a request for final approval.    

 

In the resubmission amendment, the Applicant states that the only changes to the 

application are  

 that was 

previously approved.  The Applicant certifies that there are no other changes made to the 

chemistry, manufacturing, and controls section of the application after the issuance of the 

tentative approval letter. No changes to CMC information have been submitted to the 

NDA since the tentative approval letter was issued. There have been no changes to drug 

substance and manufacturing information provided in  the original submission, and 

(b) (4)

(b) (4) (b) (4)

(b) (4)

(b) (4)

(b) (4)







 

 

5. Environmental Assessment: No new changes in drug product manufacturing or scale 

have been submitted since the review of the original NDA submission; therefore, the 

claim for categorical exclusion under 21 CFR 25.31(a),  which was reviewed by William 

Adams, the drug product reviewer, on 1/28/2019, remains acceptable and is granted. 

 

6. Expiration Dating and Storage Conditions: No new drug substance or drug product 

stability data have been submitted since the tentative approval of the original NDA. The 

drug substance has a retest period of  months when stored at . The drug 

product stability data were previously reviewed and found to be adequate to support the 

24-month shelf life requested by the Applicant for the drug product. An expiration dating 

period of 24 months is acceptable for the drug product when stored at stored at controlled 

room temperature20°C to 25°C (68°F to 77°F); excursions permitted between 15°C to 

30°C (59°F to86°F). The drug product should be protected from light and stored in 

original carton. DO NOT FREEZE. 

 

7. Quality Labeling: The container and carton label were reviewed as part of the review of 

the drug product and labeling reviews. The dosage form description, strength, established 

name, NDC #, Lot #/Expiry, and storage conditions are adequately described in the 

carton and container label, which meets relevant regulatory requirements for labeling. 

Refer to the labeling review for additional information. 

 

 

1. List of CMC Deficiencies: None  

 

OVERALL ASSESSMENT AND SIGNATURES: 

 
At present, there are no outstanding deficiencies related to the drug substance, drug product, 

process, microbiology, and environmental analysis sections of this NDA. The OPQ overall 

recommendation for NDA 215014 is approval. 

 

Theodore Carver, Ph.D. 5/26/2021 

 Application Technical Lead Name and Date: 
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Available dosage form(s)   16 HOW SUPPLIED/STORAGE 

AND HANDLING  

 

Argatroban in Sodium Chloride 

injection is supplied in a single-dose vial 

containing 50 mg argatroban in 50 mL 

of aqueous solution (1 mg/mL). 

 

NDC 16729-430-11 – Package 

containing one vial of Argatroban in 

Sodium Chloride injection (each vial 

contains 50 mg of argatroban). 

 

NDC 16729-430-43 – Package 

containing 10 vials of Argatroban in 

Sodium Chloride injection (each vial 

contains 50 mg of argatroban). 

 

Storage  

 

Store the vials in original cartons at 

20°C to 25°C (68°F to 77°F): excursion 

permitted between 15°C to 30°C (59°F 

to 86°F). Do not refrigerate or freeze. 

Protect from light and store in carton. 

Do not use if solution is cloudy or 

contains a precipitate. 

 

Adequate 

 

Strength(s) in metric system  Adequate.  

Available units (e.g., bottles 
of 100 tablets)  

Adequate.  

Identification of dosage 
forms, e.g., shape, color, 
coating, scoring, imprinting, 
NDC number  

Adequate.  

Assess if the tablet is scored.  
If product meets guidelines 
and criteria for a scored 
tablet, state “functionally 
scored”  

N/A   N/A 







 

2.0   PATIENT LABELING  

   

Assessment of Product Quality Related Aspects of Patient Labeling (e.g., 

Medication Guide, Patient Information, Instructions for Use):  N/A 

 

  

3.0    CARTON AND CONTAINER LABELING  

    

Assessment of Container and Carton labeling:  Adequate 

 

3.1 Container Label   

 

3.2  Carton Labeling  
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The same summary of changes are 

provided in this amendment, reviewed in microbiology review .pdf 

(adequate) dated 9/19/2018 and deemed adequate. The sponsor certifies that there are no 

other changes made to the CMC section of the application after the issuance of the 

tentative approval letter.   

 

Primary Microbiology Assessor Name and Date: 

Jianli Xue, Ph.D. 

CDER/OPQ/OPMA/DMA I/BII 

5/3/2021 

 

Secondary Assessor Name and Date (and Secondary Summary, as needed): 

Neal J. Sweeney, Ph.D. 

CDER/OPQ/OPMA/DMA I/BII 

5/3/2021 
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