
CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 

APPLICATION NUMBER: 
 

206769Orig1s000 
 

 

CHEMISTRY REVIEW(S) 
 



December 29, 2014 3:19 PM

FDA CDER EES
ESTABLISHMENT EVALUATION REQUEST 

SUMMARY REPORT 

FDA Confidential - Internal Distribution Only Page 1 of 2

FDA Contacts:  W. ADAMS

J. COLE

T. AGOSTO

N. KORMANIK

J. BROWN

3017961321

3017965148

2404023777

2404024227

3017961652

Prod Qual Reviewer

Micro Reviewer

Product Quality PM

Regulatory Project Mgr

Team Leader

Overall Recommendation:  by T. SHARP

by EES_PROD

on 24-SEP-2014

on 18-MAR-2014

ACCEPTABLE

PENDING

3017963208()

DMF No:  

DMF No:  

AADA: 

AADA: 

Responsibilities:  

Responsibilities:  

FINISHED DOSAGE LABELER

DRUG SUBSTANCE MANUFACTURER

 

NON-STERILE API BY CHEMICAL SYNTHESIS

Profile:  

Profile:  

OAI Status:  

OAI Status:  

NONE

NONE

Application: NDA 206769/000

5Priority:

161Org. Code: 

29-OCT-2014District Goal:

Stamp Date:  28-FEB-2014

28-DEC-2014

Action Goal:

PDUFA Date:

TEVA PHARMS USA

425 PRIVET RD

HORSHAM, PA  19044

Sponsor:  

ARGATROBAN INJECTION

ARGATROBAN INJECTIONBrand Name: 

Estab. Name: 

Generic Name:  

Product Number;  Dosage Form;  Ingredient;  Strengths

OC RECOMMENDATION

OC RECOMMENDATION

Last Milestone:  

Last Milestone:  

20-MAR-2014

20-MAR-2014

Milestone Date:  

Milestone Date:  

BASED ON PROFILE

BASED ON PROFILE

Reason:

Reason:

Decision:

Decision:

ACCEPTABLE

ACCEPTABLE

CFN:

CFN:

FEI:

FEI:

Establishment:

Establishment:

001; INJECTION; ARGATROBAN; 250MG

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

(b) (4)

(b) (4)

(b) (4)

(b) (4)



December 29, 2014 3:19 PM

FDA CDER EES
ESTABLISHMENT EVALUATION REQUEST 

SUMMARY REPORT 

FDA Confidential - Internal Distribution Only Page 2 of 2

DMF No:  

DMF No:  

DMF No:  

AADA: 

AADA: 

AADA: 

Responsibilities:  

Responsibilities:  

Responsibilities:  

DRUG SUBSTANCE MANUFACTURER

DRUG SUBSTANCE RELEASE TESTER

DRUG SUBSTANCE STABILITY TESTER

FINISHED DOSAGE LABELER

DRUG SUBSTANCE RELEASE TESTER

FINISHED DOSAGE MANUFACTURER

FINISHED DOSAGE PACKAGER

FINISHED DOSAGE RELEASE TESTER

NON-STERILE API BY CHEMICAL SYNTHESIS

 

 

Profile:  

Profile:  

Profile:  

OAI Status:  

OAI Status:  

OAI Status:  

NONE

NONE

NONE

OC RECOMMENDATION

OC RECOMMENDATION

OC RECOMMENDATION

Last Milestone:  

Last Milestone:  

Last Milestone:  

20-MAR-2014

20-MAR-2014

24-SEP-2014

Milestone Date:  

Milestone Date:  

Milestone Date:  

BASED ON PROFILE

BASED ON PROFILE

DISTRICT RECOMMENDATION

Reason:

Reason:

Reason:

Decision:

Decision:

Decision:

ACCEPTABLE

ACCEPTABLE

ACCEPTABLE

TEVA PHARMACEUTICAL WORKS CO. LTD.

GODOLLO, , HUNGARY  

TANCSICS MIHALY UT 82

9610152

CFN:

CFN:

CFN: 3002875215

FEI:

FEI:

FEI:

Establishment:

Establishment:

Establishment:

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

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)





























1

Memorandum DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

Date: 06-Aug-2014

From: Janice Brown, M.S.
CMC Lead
DNDQA I/ONDQA

Through: Ali Al-Hakim, Ph.D.
Chief, Branch II
New Drug Quality Assessment Division I1
ONDQA

To: NDA 206769
Argatroban Injection

Subject: Risk Assessment

As per a new policy, each NDA with GRMP dates on or after August 1, 2014 will include 
a risk assessment in the Executive summary.  This will be based on an initial risk 
assessment that would be captured in all IQAs written for NDAs received on or after June 
1, 2014.  It was decided that the CMC Lead would perform a retrospective risk 
assessment for those NDAs received prior to June 1, 2014 that had GRMP dates after 
August 1, 2014.

The following IQA template was provided:

In an email dated 30-May-2014, Dr. Ramesh Sood provided follow-up guidance on how 
to fill out the required IQA template that is used to populate the NDA template.  The 
guidance provided templates for the most common dosage forms.  
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NDA Number 206-769

Submission Date February 28,2014

Product name, generic name of the active Argatroban 

Dosage form and strength Injection 250 mg/250 mL (1 mg/mL)

Indication -for prophylaxis or treatment of thrombosis in adult patients 
with heparin-induced thrombocytopenia (HIT)
-an anticoagulant in adult patients with or at risk for HIT 
undergoing percutaneous coronary intervention (PCI)

Applicant TEVA Pharmaceutical Works Private Limited Company 

Clinical Division DHP

Type of Submission 505 (b) (2) 

Biopharmaceutics Reviewer Houda Mahayni, Ph.D. 

Biopharmaceutics Team Leader Angelica Dorantes, Ph.D. 

I.  SUBMISSION OVERVIEW 
NDA 206769 was submitted in accordance with Section 505(b) (2) of the FDC Act.  To support 
the approval of the proposed product, Argatroban Injection 250 mg/250 mL, the Applicant is 
relying on FDA’s previous finding of safety and effectiveness for the Listed Drug (LD) 
(Sandoz’s approved drug product Argatroban Injection (in 0.9% Sodium Chloride), 125 
mg/125mL, NDA 022485).  

The Applicant described the differences between the proposed drug product and the LD as 
follows:   
1) The total drug content per container (strength)
The LD Argatroban Injection (in 0.9% Sodium Chloride), 125 mg/125 mL, has a total drug 
content per container (strength) of 125 mg/125mL. The proposed product has total drug content 
per container (strength) of 250 mg/250 mL. The proposed drug product will have the same 
concentration, 1 mg/mL, as the LD product, but will be packaged as a different strength (total 
drug content per container) of 250 mg/ 250 mL.
2) Packaging components
The LD is packaged in a single-use vial, while the proposed drug product is packaged in a 

 bag. The Applicant stated that the use of a  bag is more suited for the proposed 
drug product because the total fill volume of the drug product solution would be two times that 
of the LD product, Sandoz’s Injection (in 0.9% Sodium Chloride), 125 mg/125 mL.

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 LD.  

FDA informed the Applicant at the IND stage (IND ), in response to the Applicant’s 
question about waiving the requirement for the submission of evidence measuring the in vivo 
bioavailability or demonstrating the in vivo bioequivalence, to submit a request for a waiver at 

Reference ID: 3493817

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

(b) (4)



PRODUCT QUALITY - BIOPHARMACEUTICS 

FILING REVIEW 

File name: NDA 206-769 Product Quality - Biopharmaceutics Filing Review.doc                              Page 2 of  6

the time of the NDA submission. FDA advised the Applicant to provide the following in support 
of the biowaiver request: 

1. Data from an in vitro bridging study assessing the in vitro equivalence of the 
anticoagulant pharmacodynamic (PD) activity between the LD product and the proposed 
product.  

2. A comparative side-by-side table listing the components and composition of the LD and 
the proposed product including the pH and osmolarity values for each.

The Applicant provided the above information and is requesting a waiver of evidence of in-vivo 
bioavailability requirements for Argatroban Injection, 250 mg/250 mL (1 mg/mL) in accordance 
with 21 CFR §320.22(b) (1).

II. BIOPHARMACEUTICS SUMMARY INFORMATION 
The drug substance for Argatroban Injection, 250 mg/250 mL (1 mg/mL) is Argatroban 
Monohydrate.  Argatroban is a synthetic direct thrombin inhibitor. It is indicated 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).

Argatroban Monohydrate manufactured by  was used for 
the development and for the manufacture of the finished drug product.  

The Applicant stated that Argatroban is very soluble in acetic acid, sparingly soluble in ethanol, 
very slightly soluble in water, practically insoluble in acetone, ethyl acetate, chloroform and 
diethylether.  Also, Argatroban is non-hygroscopic and has .

The Applicant aimed to develop a drug product that has the same drug substance, formulation, 
dosage form, route of administration and conditions of use as the LD.  The development was 
performed using a Quality by Design (QbD) approach.  

The proposed drug product is supplied in 250 mL  bag with single port, closed by 
stopper and cap, placed into aluminum foil overpouch with clear window.  Argatroban Injection, 
250 mg/250 mL is administered as intravenous infusion.  The drug product should not be diluted 
prior to administration.  

The components and composition of the drug product are shown in table below. 
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7.

Is there a modified-release 
claim?
If yes, address the following:

a) Is there information 
submitted to support the 
claim in accordance with 
320.25 (f)?

b) Is there information on 
the potential for alcohol-
induced dose dumping?

x Not applicable.

8.
Is information such as BCS 
classification mentioned, and 
supportive data provided?

x Not applicable.

9.
Is information on mixing the 
product with foods or liquids 
included?

x Not applicable.

10.
Is there any in vivo BA or BE 
information in the submission?

  x Not applicable. 

11.
Is there any design space 
proposed using in vitro release 
as a response variable?

X
Not applicable.  However, this NDA does
contain QbD elements.

12.
Is the control strategy related to 
in vitro drug release?

X Not applicable.  
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ONDQA Filing Review and Initial Quality Assessment (IQA) 
NDA 206769, Argatroban Injection, Teva Pharmaceuticals, Inc.

IQA and Filing Review Cover Sheet

1. NEW DRUG APPLICATION NUMBER: 206769

2. DATES AND GOALS:

Letter Date: 28-Feb-2014 28-Feb-2014
Filing: 29-Apr-2014
74 Day Filing Issues: 05/13/2014
PDUFA Goal Date:   28-Dec-2014

3. PRODUCT PROPERTIES:

Trade or Proprietary Name: None
Established or Non-Proprietary Name
(USAN):

Argatroban Injection

Dosage Form: Injection, Solution
Route of Administration Intravenous
Strength/Potency 250 mg/250 mL (1 mg/mL)
Rx/OTC Dispensed: Rx   

4. INDICATION:  

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

• Indicated as an anticoagulant in adult patients with or at risk for HIT undergoing 
percutaneous coronary intervention (PCI).

5. DRUG SUBSTANCE STRUCTURAL FORMULA:

Molecular formula: C23H36N6O5S • H2O
Molecular Weight: 526.65 g/mol

Reference ID: 3488675
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ONDQA Filing Review and Initial Quality Assessment (IQA) 
NDA 206769, Argatroban Injection, Teva Pharmaceuticals, Inc.

6. NAME OF APPLICANT (as indicated on Form 356h): Teva Pharmaceuticals 

USA

7. SUBMISSION PROPERTIES:

Review Priority: Standard

Submission Classification (Chemical 
Classification Code):

Type 5

Application Type: 505(b)(2)   

Breakthrough Therapy No

Responsible Organization (Clinical 
Division):

DHP

8. CONSULTS:

CONSULT YES NO
COMMENTS: (list date of request if already 

sent)
Biometrics X
Clinical Pharmacology X
Establishment Evaluation 
Request (EER)

X Entered on 16-Dec-2013

Pharmacology/Toxicology X
Leachable report for the container closure was 
forwarded to the nonclinical reviewer for 
evaluation 

Methods Validation X Not required per IQP 5105

Environmental 
Assessment 

X
A claim of categorical exclusion from the 
requirement to submit an Environmental 
Assessment (EA) was provided

CDRH X
Other N.A.

9.   QUALITY  REVIEW TEAM:

Discipline Reviewer
CMC William (Mike) Adams
Biopharmaceutics Houda Mahayni, Ph.D.
Microbiology Jessica Cole, Ph.D.
Facilities Vipul Dholakia, Ph.D.

Reference ID: 3488675
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ONDQA Filing Review and Initial Quality Assessment (IQA) 
NDA 206769, Argatroban Injection, Teva Pharmaceuticals, Inc.

Parameter Yes No Comment

7.

Are drug substance manufacturing sites identified on FDA 
Form 356h or associated continuation sheet?  For each 
site, does the application list:
 Name of facility,
 Full address of facility including street, city, state, 

country 
 FEI number for facility (if previously registered with 

FDA)
 Full name and title, telephone, fax number and email for 

on-site contact person. 
 Is the manufacturing responsibility and function 

identified for each facility?, and
 DMF number (if applicable)

X

8.

Are drug product manufacturing sites identified on FDA 
Form 356h or associated continuation sheet.  For each site, 
does the application list:
 Name of facility,
 Full address of facility including street, city, state, 

country 
 FEI number for facility (if previously registered with 

FDA)
 Full name and title, telephone, fax number and email for 

on-site contact person.
 Is the manufacturing responsibility and function 

identified for each facility?, and
 DMF number (if applicable)

X
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