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Sandoz Inc. 
Attention:  Alison Sherwood 
Manager, Regulatory Affairs 
2555 W. Midway Blvd. 
P.O. Box 446 
Broomfield, CO  80038-0446  
 
Dear Ms. Sherwood: 
 
Please refer to your New Drug Application (NDA) dated April 13, 2010, received April 14, 
2010, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for 
Argatroban Injection (in Dextrose). 
 
We acknowledge receipt of your amendments dated April 30, 2010, May 27, 2010,  
June 28, 2010, July 12, 2010, September 20, 2010, October 12, 2010, November 19, 2010, 
January 12, 2011, March 7, 2011 and April 26, 2011. 
 
This new drug application provides for the use of Argatroban Injection (in Dextrose) 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 for HIT undergoing percutaneous 
coronary intervention (PCI). 
 
We have completed our review of this application, as amended.  It is approved, effective on the 
date of this letter, for use as recommended in the enclosed agreed-upon labeling text. 
 
CONTENT OF LABELING 
 
As soon as possible, but no later than 14 days from the date of this letter, submit the content of 
labeling [21 CFR 314.50(l)] in structured product labeling (SPL) format using the FDA 
automated drug registration and listing system (eLIST), as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Content 
of labeling must be identical to the enclosed labeling (text for the package insert).  Information 
on submitting SPL files using eLIST may be found in the guidance for industry titled “SPL 
Standard for Content of Labeling Technical Qs and As” at 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM072392.pdf. The SPL will be accessible via publicly available labeling repositories.  
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CARTON AND IMMEDIATE CONTAINER LABELS 
 
We acknowledge your April 20, 2011, submission containing final printed carton and container 
labels. 
 
REQUIRED PEDIATRIC ASSESSMENTS  
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable.  
 
Because none of these criteria apply to your application, you are exempt from this requirement. 
 
PROMOTIONAL MATERIALS 
 
You may request advisory comments on proposed introductory advertising and promotional 
labeling.  To do so, submit, in triplicate, a cover letter requesting advisory comments, the 
proposed materials in draft or mock-up form with annotated references, and the package insert 
to: 

Food and Drug Administration  
Center for Drug Evaluation and Research 
Division of Drug Marketing, Advertising, and Communications 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 

 
As required under 21 CFR 314.81(b)(3)(i), you must submit final promotional materials, and the 
package insert, at the time of initial dissemination or publication, accompanied by a Form FDA 
2253.  For instruction on completing the Form FDA 2253, see page 2 of the Form.  For more 
information about submission of promotional materials to the Division of Drug Marketing, 
Advertising, and Communications (DDMAC), see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm. 
 
REPORTING REQUIREMENTS 
 
We remind you that you must comply with reporting requirements for an approved NDA 
(21 CFR 314.80 and 314.81). 
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If you have any questions, call Ebla Ali Ibrahim, Regulatory Health Project Manager, at   
(301) 796-3691. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Ann Farrell, M.D. 
Acting Division Director 
Division of Hematology Products 
Office of Oncology Drug Products 
Center for Drug Evaluation and Research 

 
ENCLOSURE(S): 

Content of Labeling 
Carton and Container Labeling 

 
 

Reference ID: 2945125



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

ANN T FARRELL
05/09/2011

Reference ID: 2945125


	NDA 201743 PI Final.pdf
	1  INDICATIONS AND USAGE
	2  DOSAGE AND ADMINISTRATION
	2.2  Dosing in Patients Undergoing Percutaneous Coronary Intervention

	3  DOSAGE FORMS AND STRENGTHS
	4  CONTRAINDICATIONS
	6  ADVERSE REACTIONS
	6.1  Adverse Events in Patients with HIT (With or Without Thrombosis)
	6.3  Intracranial Bleeding in Other Populations

	Limited data are available on the potential formation of drug-related antibodies. Plasma from 12 healthy volunteers treated with argatroban over 6 days showed no evidence of neutralizing antibodies. No loss of anticoagulant activity was noted with repeated administration of argatroban to more than 40 patients.
	7  DRUG INTERACTIONS
	8  USE IN SPECIFIC POPULATIONS
	8.1  Pregnancy
	8.3  Nursing Mothers
	8.4  Pediatric Use

	10  OVERDOSAGE
	11  DESCRIPTION
	12.1  Mechanism of Action
	12.3  Pharmacokinetics
	Hepatic Impairment: The dosage of argatroban should be decreased in patients with hepatic impairment [see Dosage and Administration (2.3) and Warnings and Precautions (5.2)]. Patients with hepatic impairment were not studied in percutaneous coronary intervention (PCI) trials. At a dose of 2.5 mcg/kg/min, hepatic impairment is associated with decreased clearance and increased elimination half-life of argatroban (to 1.9 mL/kg/min and 181 minutes, respectively, for patients with a Child-Pugh score (6).
	Renal Impairment: No dosage adjustment is necessary in patients with renal dysfunction. The effect of renal disease on the pharmacokinetics of argatroban was studied in 6 subjects with normal renal function (mean Clcr = 95 ± 16 mL/min) and in 18 subjects with mild (mean Clcr = 64±10 mL/min), moderate (mean Clcr = 41 ± 5.8 mL/min), and severe (mean Clcr = 5 ± 7 mL/min) renal impairment. The pharmacokinetics and pharmacodynamics of argatroban at dosages up to 5 mcg/kg/min were not significantly affected by renal dysfunction.
	Age, Gender: There are no clinically significant effects of age or gender on the pharmacokinetics or pharmacodynamics (e.g., aPTT) of argatroban in adults.
	Pediatric: Argatroban clearance is decreased in seriously ill pediatric patients. Pharmacokinetic parameters of argatroban were characterized in a population pharmacokinetic/pharmacodynamic analysis with sparse data from 15 seriously ill pediatric patients. Clearance in pediatric patients (0.16 L/hr/kg) was 50% lower compared to healthy adults (0.31 L/hr/kg). Four pediatric patients with elevated bilirubin (secondary to cardiac complications or hepatic impairment) had, on average, 80% lower clearance (0.03 L/hr/kg) when compared to pediatric patients with normal bilirubin levels. [see Use in Specific Populations (8.4)].
	Digoxin: In 12 healthy volunteers, intravenous infusion of argatroban (2 mcg/kg/min) over 5 days (study days 11 to 15) did not affect the steady-state pharmacokinetics of oral digoxin (0.375 mg daily for 15 days).



	13  NONCLINICAL TOXICOLOGY
	13.1  Carcinogenesis, Mutagenesis, Impairment of Fertility

	14  CLINICAL STUDIES
	16  HOW SUPPLIED/STORAGE AND HANDLING


