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MEMORANDUM

Date: 25-Sep-2014
From: Joseph Leginus, Review Chemist, Branch VII/DNDQA III/ONDQA
To: NDA 205649, XIGDUO™ XR (Dapagliflozin and Metformin HCl Extended 
Release) Tablet
Subject: CMC Approval Recommendation

Background:
 In Chemistry Review #1 (04-Apr-2014), a recommendation for Approval for NDA 

205649 from the standpoint of chemistry, manufacturing and controls was provided
pending a) a recommendation of approval from the Biopharmaceutics team, and b) an 
acceptable cGMP recommendation from the Office of Compliance.

 On 02-Jul-2014, a recommendation for Approval was provided by the 
Biopharmaceutics Reviewer, T. M. Chen.

 On 24-Sep-2014, Acceptable recommendations were provided for all manufacturing 
and testing facilities submitted to EES for NDA 205649 and an Overall Compliance 
recommendation of Acceptable was provided.

Conclusion:
 NDA 205649 is recommended for Approval from the standpoint of chemistry, 

manufacturing and controls. A recommendation for Approval from Biopharmaceutics 
has been provided and an overall Office of Compliance recommendation of 
Acceptable has been provided.

Joseph Leginus, PhD
Review Chemist 

Danae Christodoulou, Ph.D.
Branch VII, Chief (Acting), ONDQA

Reference ID: 3634140
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IQA and Filing Review Cover Sheet

1. NEW DRUG APPLICATION NUMBER: 205649

2. DATES AND GOALS:

Letter Date: 29-OCT-2013 Submission Received Date : 29-OCT-2013

PDUFA Goal Date: 29-OCT-2014

3. PRODUCT PROPERTIES:

Trade or Proprietary Name: Proposed: xigduoXR

Established or Non-Proprietary 
Name (USAN):

Dapagliflozin/metformin hydrochloride

Dosage Form: Tablet, extended release for the metformin component

Route of Administration Oral

Strength/Potency 5/500, 5/1000, 10/500, 10/1000 mg/mg

Rx/OTC Dispensed:    Rx

4. INDICATION: Treatment of type 2 diabetes

5. DRUG SUBSTANCE STRUCTURAL FORMULA:
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6. NAME OF APPLICANT (as indicated on Form 356h): Bristol-Myers Squibb

7. SUBMISSION PROPERTIES:

Review Priority (select one) Standard         

Submission Classification 
(Chemical Classification Code)

1/4

Application Type 505(b)(2) 

Breakthrough Therapy No

Responsible Organization
(Clinical Division)

Division of Metabolism and Endocrinology Products
CMC Lead: Suong (Su) Tran

8. CONSULTS:

CONSULT YES NO COMMENTS: 
Biometrics x

Clinical Pharmacology x

Establishment Evaluation 
Request  (EER)

x To be sent by ONDQA-PM

Pharmacology/Toxicology x
Methods Validation To be determined by Primary Reviewer

Environmental Assessment Categorical exclusion request to be reviewed by Primary 
Reviewer

CDRH x

Other

Reference ID: 3419343
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Microbiology: not applicable
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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 
are 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

Reference ID: 3419343
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