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Final Addendum to Quality Reviews

To: NDA 204353 (canagliflozin/metformin hydrochloride)

Subject: Final ONDQA recommendation

The 10-FEB-2014 NDA Resubmission is in response to the 11-DEC-2013 CR letter. The CR letter did 

not include any pending issue or deficiency from the Quality reviews (CMC, Biopharmaceutics, and 

EES).

 The primary CMC reviewer (Sheldon Markofsky) confirmed that the resubmission contains no 

new CMC information and no CMC review of the resubmission is necessary (his previous CMC 

recommendation for this NDA was for approval). Labeling revisions were sent to the OND PM as 

part of the multi-disciplinary labeling review.

 The Biopharmaceutics review in DARRTS dated 10-MAR-2014 is for approval. 

 The EES overall recommendation dated 25-APR-2014 for this NDA is ACCEPTABLE.

Conclusion: 

Based on the CMC and Biopharmaceutics reviews and the Compliance overall findings, the ONDQA

recommendation for this NDA is for APPROVAL.
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                                                    The Executive Summary  
 

The Chemistry Review for NDA 204353 
 
 I.     Recommendations 
 
A.   Recommendation and Conclusion on Approvability 

 
From a Chemistry, Manufacturing, and Controls (CMC) point of view, this NDA can be 
approved.  

 
B.   Recommendation on Phase 4 (Post-Marketing) 
Commitments, Agreements, and/or Risk Management Steps, if 
Approvable  

None  
 

II.    Summary of Chemistry Assessments  
 

A.  Description of the Drug Product and Drug Substances 
 
1) Drug Product 

The drug product (Invokamet) consists of canagliflozin / metformin hydrochloride 
immediate –release (film-coated) tablets. The combination of canagliflozin, a sodium-
glucose co-transporter 2 (SGLT2) inhibitor, , and metformin hydrochloride, an 
antihyperglycemic agent, is indicated as an adjunct to diet and exercise to improve 
glycemic control in adults with type 2 diabetes. Canagliflozin and Metformin  
hydrochloride tablets are proposed to be marketed in 50 mg/500 mg, 50 mg/1000 mg, and 
150 mg/500 mg and 150 mg/1000 mg strengths. Although the canagliflozin is a 
hemihydrate, the above noted tablet strengths are based on the anhydrous form of this 
drug substance. The metformin strength is based on its hydrochloride salt.  
 
The 50 mg/500 mg tablets are: 
Immediate-release, capsule-shaped, white film-coated tablets with “CM” on one side and 
“155” on the other side 
 
The 50 mg/1000 mg tablets are: 
Immediate-release, capsule-shaped, beige film-coated tablets with “CM” on one side and 
“551” on the other side 
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the USP monograph for metformin HCl. 
                                     
B.  Description of How the Drug Product is Intended to be 
Used 

 
The recommended starting dose is 50 mg canagliflozin with 500 mg metformin (or the 
patient’s current dose of metformin) twice daily with foods.  A starting dose can be 
increased to 150 mg canagliflozin; and the current dose of metformin twice daily should 
be considered in patients tolerating Invokamet with 50 mg canagliflozin and the current 
dose of metformin twice daily with foods. The stability studies support an expiration-
dating period of 24 months for all strengths of Invokamet  when stored at controlled room 
temperature [25°C (77°F)], with excursions permitted between 15°C and 30°C (59-86o F) 
packaged in all of the proposed commercial container closure systems. Consequently, a 
24 month expiry is granted. 

 
C.  Basis for Approvability or Not-Approval Recommendation 
From a Chemistry, Manufacturing, and Controls (CMC) point of view, this NDA can be 
approved on the following basis:  
 

• Adequate information was provided in the NDA for the synthesis,  and 
controls of the drug substance 

 
• Adequate manufacturing information to support the proposed to-be-marketed drug 

product   
 

• Adequate specifications and controls for the drug product  
 

• Satisfactory methods to support lot release and stability monitoring of the drug 
product 

 
• Adequate stability package to support the recommended expiry period of the drug 

product 
 

• An acceptable Establishment Report for the relevant manufacturing and testing 
facilities. 
 

• An acceptable Environmental Assessment 
   

 [Labeling will be finalized at a later date as part of the review team's labeling negotiation.] 
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III. Administrative 
 
A.  Reviewer’s Signatures  
 `  

Sheldon Markofsky, Ph.D. (Chemistry Reviewer) 
 

B.  Endorsement Block (OGD only)   
                     N/A 
   

     C. CC Block (OGD only) 
N/A 
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