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To:   NDA 204042 (canagliflozin) 

Subject:  Final ONDQA recommendation for NDA 204042 

 

This addendum is for filing in DARRTS the Compliance/OMPQ/EES overall recommendation dated 28-

MAR-2013:  ACCEPTABLE. 

 

Conclusion: The final ONDQA recommendation for NDA 204042 is APPROVAL with no pending 

issue. 
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B.  Description of How the Drug Product is Intended to be Used 

 
The recommended dose of INVOKANA™ is 100 or 300 mg once daily, preferably taken 
before the first meal of the day.  The stability studies support an expiration-dating period 
of 24 months for both the 100 and 300 mg strengths of INVOKANA  when stored at 
controlled room temperature [25°C (77°F)], with excursions permitted between 15°C and 
30°C 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, purification 
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 
 
The Establishment Inspection work for the relevant manufacturing and testing facilities 
has not been completed. Thus, the CMC recommendation for approval does not reflect 
any facility inspection issues.  

   
 [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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PRODUCT QUALITY - BIOPHARMACEUTICS  
FILING REVIEW  

File name: NDA 204-042 Product Quality - Biopharmaceutics Filing Review.doc Page 2 
 

11. 

Is the NDA fileable from the 
product quality-
biopharmaceutics perspective? 
If the NDA is not fileable, state 
the reasons and provide filing 
comments to be sent to the 
Applicant. 

x   

12. 

Is the NDA fileable from the 
biopharmaceutics perspective? 
If the NDA is not fileable, state 
the reasons and provide filing 
comments to be sent to the 
Applicant. 

x   

13. 
Are there any potential review 
issues to be forwarded to the 
Applicant for the 74-day letter? 

 x  

 
{See appended electronic signature page}  
Houda Mahayni, Ph.D.   08/10/12 
Biopharmaceutics Reviewer        Date 
Office of New Drug Quality Assessment 
 
{See appended electronic signature page}  
Angelica Dorantes, Ph.D.  08/10/12 
Biopharmaceutics Team Leader    Date 
Office of New Drug Quality Assessment 
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CMC Summary and Critical Issues 

This is an electronic NDA, filed as a 505(b)(1) application.  

The drug substance canagliflozin hemihydrate is a small synthetic New Molecular Entity. It is an inhibitor 

of sodium-glucose co-transporter-2, which is responsible for reabsorbing glucose filtered by the kidneys. 

The drug product is a 100 mg or 300 mg (anhydrous) immediate-release tablet for oral administration. 

Inactive ingredients of the core tablet are croscarmellose sodium, hydroxypropyl cellulose, lactose 

anhydrous, magnesium stearate, microcrystalline cellulose,  

. The magnesium stearate is vegetable-sourced. The tablets are finished with a 

commercially available film-coating consisting of the following excipients: polyvinyl alcohol (partially 

hydrolyzed), titanium dioxide, Macrogol/PEG, talc, iron oxide yellow, E172 (100 mg tablet only) and 

 

The product will be packaged in 30-, 90-, and 500-count bottles and 10-count blisters for storage at room 

temperature. 

Maximum daily dose is 300 mg. 

 
Drug substance: 
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