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2. Background

Empagliflozin is a sodium-glucose cotransporter-2 (SGLT2) inhibitor approved for use as an 
adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes mellitus 
(T2DM).  By inhibiting glucose reabsorption in the kidney, empagliflozin increases the urinary 
excretion of glucose and thus reduces plasma glucose levels.

Metformin is a biguanide approved for use as an adjunct to diet and exercise to improve 
glycemic control in adults with type 2 diabetes mellitus.  By decreasing hepatic 
gluconeogenesis, and improving peripheral insulin sensitivity leading to increased peripheral 
glucose uptake and utilization, metformin lowers plasma glucose levels.

This fixed combination drug product (FCDP) combines these two products into a single tablet.

Safety concerns with SGLT2 inhibitors include:
• Volume depletion/hypotension
• Impairment of renal function
• Genitourinary infections (especially genital mycotic infections)
• Increases in low density lipoprotein cholesterol (LDL-C)
• Hypoglycemia with concomitant insulin or insulin secretagogue therapy

Safety concerns with metformin include:
• Lactic acidosis
• Diarrhea
• Nausea
• Vitamin B12 deficiency
• Hypoglycemia with concomitant insulin or insulin secretagogue therapy

3. CMC/Device 

Not applicable.  There is no CMC/Device information included in this resubmission.  See the 
previously completed review by Dr. Joseph Leginus.

4. Nonclinical Pharmacology/Toxicology

Not applicable.  There is no nonclinical information included in this resubmission.  See the 
previously completed review by Dr. Mukesh Summan for discussion of nonclinical issues.

5. Clinical Pharmacology/Biopharmaceutics 

Not applicable.  There is no new clinical pharmacology/biopharmaceutics information 
submitted for review with this resubmission.  See the previously completed reviews by Dr. 
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• Recommendation for other Postmarketing Requirements and Commitments

No new postmarketing requirements are recommended for this NDA.  The pediatric studies 
required for empagliflozin should be referenced in the approval letter and should be 
satisfactory to inform the use of this FCDP in pediatrics once completed.

• Recommended Comments to Applicant

No additional comments are recommended at this time.
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WILLIAM H CHONG
08/18/2015

JEAN-MARC P GUETTIER
08/24/2015
The applicant has addressed the deficiency in the CR letter. I concur with Dr. Chong's assessment
and recommend approval.  See previous reviews in DARRTs.
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