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Chemistry, Manufacturing, and Controls
Division Director’s Summary Basis of Action

Applicant: Boehringer Ingelheim Pharmaceuticals, Inc.
900 Ridgebury Road, Ridgefield, CT 

Indication:
Empagliflozin is a selective inhibitor of sodium-dependent glucose co-transporter-2 (SGLT-2) and is 
indicated as an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes 
(T2DM). SGLT-2 accounts for about 90 percent of glucose reabsorption into the blood. Therefore, an 
SGLT-2 inhibitor such as empagliflozin may be effective at reducing blood glucose levels by blocking 
glucose reabsorption in the kidney and allowing glucose to be excreted in the urine.

Empagliflozin is formulated as an immediate-release tablet for once-daily oral administration at a 
recommended dose of 25 mg either as monotherapy or as an add-on with other oral antidiabetic 
treatments or insulin.
The drug substance, empagliflozin, is a New Molecular Entity but not first in a class. 

Presentation:
Empagliflozin tablets are available in 30-, 90-  bottles and blister 
configurations of 30 tablets/carton (3cards x 10 tablets). Physician samples of 7 tablets are available in a 
bottle or a blister card configuration.

EER Status: Recommendation: All acceptable as of June 11, 2014. 
A “Withold” recommendation was issued on February 26, 2014 by the Office of Compliance for the
drug substance manufacturer, Boehringer Ingelheim, Rheinland-Pfalz, Germany. As a result, a 
Complete Response action was taken on March 4, 2014 until resolution of deficiencies. Inspection of 
the facility for general GMPs during February 27 through March 3, 2014 and review of the facility 
resolved the GMP issues.

Consults – CMC related reviews:
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MEMORANDUM

Date: 11-Jun-2014
From: Joseph Leginus, Review Chemist, Branch VII/ONDQA
To: NDA 204629 Empagliflozin Tablet
Subject: Status of Inspections of Manufacturing and Testing Sites – Acceptable.

Background:
A Withhold Recommendation was issued on 26-Feb-2014 by the Office of Compliance 
for the Drug Substance manufacturer, Boehringer Ingleheim, Rheinland-Pfalz, Germany.
As a result, a Complete Response was taken on 4-Mar-2014 until satisfactory resolution 
of these deficiencies could be evidenced.

Current Status:
 On 11-Jun-2014, an Overall Compliance Recommendation of Acceptable was issued 

by the Office of Compliance for NDA 204629. See copy of Summary Report below.
 Biopharmaceutics has recommended approval. 
 Microbiology review was not required for the solid oral dosage form.

Conclusion:
NDA 204629 is recommended for Approval from the standpoint of chemistry, 
manufacturing and controls.
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MEMORANDUM

Date: 26-Feb-2014
From: Joseph Leginus, Review Chemist, Branch VII/ONDQA
To: NDA 204629 Empagliflozin Tablet
Subject: Status of Inspections of Manufacturing and Testing Sites

Background:
On 6-Nov-2013, Chemistry Review #2 of NDA 204629 was completed. From a CMC 
perspective, the applicant provided adequate responses to each of the 4 deficiency 
comments outlined in the CMC IR letter dated 16-Sep-2013. However, The EER for the
NDA was pending.

Current Status:
 A Withhold Recommendation was issued on 26-Feb-2014 by the Office of 

Compliance for the Drug Substance manufacturer, Boehringer Ingleheim, Rheinland-
Pfalz, Germany. See copy of Summary Report below.

 Biopharmaceutics has recommended approval. 
 Microbiology review not required for the solid oral dosage form.

Conclusion:
From a CMC perspective, the recommendation for NDA 204629 continues to be for 
Approval pending an acceptable cGMP recommendation from the Office of Compliance.
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10. 
Is information on mixing the 
product with foods or liquids 
included? 

 x The dosage form to be swallowed whole. 

11. Is there any in vivo BA or BE 
information in the submission? x  Several BA studies are included. These 

studies will be reviewed by OCP. 

12. 
Is there any design space 
proposed using in vitro release 
as a response variable? 

 X 

Not applicable.  This NDA does contain 
QbD elements, but no design space is 
proposed using in vitro release as a 
response variable.  

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

Not applicable.  The Applicant does not 
propose a design space, nor is seeking 
alternative control strategies. 
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