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Initial Quality Assessment (IQA) 
Branch II 

 

Division of New Drug Quality Assessment I 
Office of New Drug Quality Assessment 

 
 
OND Division: Division of Hematology Products 
NDA:  201743 
Applicant: Sandoz Inc., Alison Sherwood, c/o Sandoz Inc., 2555 W. Midway Blvd., P.O. 

Box 446, Broomfield, CO 80038 
Stamp Date: 13-Apr-2010 
PDUFA Date:  17-Jan-2010 
Trademark:    None 
Established Name:   Argatroban Injection (in Dextrose) 
Laboratory Code:  +AGT ; 1006435 (Sandoz) 
Dosage Form:    Injection solution 
Route of Administration:  Intravenous Injection 
Strength:   1 mg/ mL (125 mL) 
Indication: Argatroban is an anticoagulant indicated for prophylaxis or treatment of thrombosis 
in patients with heparin-induced thrombocytopenia (HIT). It is also approved for use during 
percutaneous coronary interventions in patients who have HIT or are at risk for developing it. 
     
CMC Reviewer:  Ravindra K. Kasliwal, Ph.D. 
                                                        
        YES              NO 
ONDQA Fileability:       X                  
Comments for 74-Day Letter       X   
 

Summary and Critical Issues: 
 
A. Summary 
 
Background Summary 
 
The company has identified a reference listed drug (RLD) for Argatroban Injection, manufactured by 
GlaxoSmithKline for Encysive Pharmaceuticals Inc. The RLD is supplied as a 2.5 mL solution in single-
use vials at a concentration of 100 mg/mL, and contains dehydrated alcohol ( ), Sorbitol ( ) in 
water for injection. This product is diluted with Dextrose solution to a concentration of 1 mg/ mL 
Argatroban prior to administration. Each milliliters of the diluted RLD contains 50 mg dextrose,  
dehydrated alcohol,  sorbitol in water for injection. 
 
Sandoz has developed and proposed a ready to use formulation of the RLD which reduces the 
manipulations performed by physicians and nurses. The proposed Sandoz formulation contains Argatroban 
at a concentration of 1 mg/mL, and contains 50 mg dextrose, 3 mg sorbitol in water for injection. A ready 
to use formulation allowed the removal of dehydrated alcohol from the formulation (relative to RLD); since 
it is solely required to increase the solubility of Argatroban in the concentrated form of the RLD (the API is 
very slightly soluble in water, but sparingly soluble in ethanol).  

(b) (4)

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

(b) (4)
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                                                                Fileability Summary 
 
 PARAMETER YES NO COMMENTS 
 1. Is the CMC section sufficiently complete to 

permit substantive review to begin? 
X   

2. Is the CMC section indexed, paginated and 
organized in a manner to allow substantive 
review to begin? 

 
X 

  

3. Is the CMC section legible so that substantive 
review can begin? 

X   

4. Are all of the facilities (manufacturing, 
packaging, testing, sterilization, etc.) 
appropriately delineated with full addresses? 

 
X 

  

5. Is a statement provided that all the facilities 
ate ready for cGMP / PAI inspection? 

X   

6. Has the applicant developed an environmental 
impact assessment or claimed categorical 
exclusion under the applicable regulations? 

 
X 

  

7. Does the section contain controls for drug 
substance? 

 
X 

 
 

 

8. Does the section contain controls for drug 
product? 

X   

9. Has the stability data and analysis been 
provided to support the proposed expiry? 

X   

10. Has all the information requested during the 
IND phase, and the pre-NDA meetings been 
included? 

 
X 

  

11. Has the applicant submitted draft labeling 
consistent with 201.56 and 201.57, current 
divisional labeling policies, and the design of 
the development package? 
 

 
 

X 

  

12. Has an investigational formulations section 
been provided? 

X   

13. Has the applicant provided a method 
validation package? 

X   

14. Is a separate microbiological section 
included? 

 X Microbiology information is provided in 
module 3 of the NDA. 

 
                                                        Drug Master Files Referenced 

LOA 
Included 

DMF 
Number 

Holder Item Referenced 

Yes No 
 

Comments 

Argatroban    
  X 

 Type II; LOA is located in M1, 
Section 1.4.1. 
 

 
X 

 

 Type III; LOA is located in M1, 
Section 1.4.1. 
 

 
X 

 Type III; LOA is located in M1, 
Section 1.4.1. 

(b) (4)

(b) (4)
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X 

 Type III; LOA is located in M1, 
Section 1.4.1. 

 
Consults To Be Initiated: 

Item Consult To 
1.  Trademark: There is no proposed Trademark. N/A 
2.  Microbiology OPS Microbiology Staff 
 
 
IQA Performed By:  Ravindra K. Kasliwal, Ph.D.    Date: 28-May2010 
   CMC Reviewer 
 
Branch Chief:  Sarah Pope Miksinski, Ph.D.   Date: 28-May-2010 
 

(b) (4)



Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
NDA-201743 ORIG-1 SANDOZ INC ARGATROBAN INJECTION 1

MG/ML
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