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  Initial Quality Assessment  
Branch I 

 
 

         OND Division:              Division of Cardiovascular and Renal Products 
                   NDA:      202-331 

                  Applicant:       Takeda Pharmaceuticals                            
                           Letter Date:               Feb 21, 2011      
                           Stamp Date:               Feb 24, 2011 
                        PDUFA Date:               Dec 24, 2011           
                           Tradename:               Pending  
                Established Name:               Azilsartan medoxomil and chlorthalidone 
                        Dosage Form:              Tablets,  40/12.5 mg,  and                
                                                               40/25 mg 
     Route of Administration:              Oral 
                              Indication:              Hypertension 
                            Assessed by:    Kasturi Srinivasachar 
                ONDQA Fileability:            Yes 
 
                                                                                                                               
 

                               
                                                             
 
 
Azilsartan medoxomil                                                                            Chlorthalidone 
 
 
 
 
 
 
 
 
 

Reference ID: 2920413

(b) (4) (b) (4)



Summary 
This is an e-CTD NDA application for a fixed dose combination drug product of azilsartan 
medoxomil, which is a prodrug of an antagonist of the Angiotensin II subtype 1 receptor (i.e. an 
AII receptor blocker or ARB) and chlorthalidone, a diuretic.  Azilsartan medoxomil, to be 
marketed under the tradename Edarbi, was recently approved for the treatment of hypertension.    
An IND (77,278) for the fixed dose combination of azilsartan medoxomil and chlorthalidone was 
submitted by Takeda on March 24, 2008. The primary objective of the azilsartan 
medoxomil/chlorthalidone clinical program was to develop a fixed dose combination treatment 
for hypertension that is more effective than either drug alone. 
Only one meeting with CMC issues was scheduled with Takeda – this was a Pre-NDA meeting 
involving nonclinical and quality reviewers.  The meeting, which was to be held on Sep. 9, 2010, 
was cancelled based on the Agency’s preliminary responses to the questions posed by the firm.  
The CMC issues that Takeda needed clarification on were mostly straightforward – agreement 
on cross –referencing NDA 200-796 for CMC information on azilsartan medoxomil, providing 
product stability updates 4 months after NDA submission with a proposal for extension of the 
expiration date etc.  The only significant point raised by Takeda was the observation of an extra 
peak related to the chlorthalidone drug substance in the drug product HPLC analytical method.  
This has been identified as a tautomer of chlorthalidone and is claimed to result from sample 
preparation.  Since this is not a degradant or process related impurity Takeda proposed not to 
assign a limit to this compound and not include it in the calculation of total impurities.  They did 
however, commit to monitor and report the tautomer content in the registration and postapproval 
stability studies.  This was acceptable to the Agency. 
 
Drug Substance 
One of the drug substances in this combination drug product is the potassium salt of azilsartan 
medoxomil.  It is a white crystalline powder which is practically insoluble in acidic and neutral 
aqueous solutions.  The solubility increases slightly at  

  The specifications for the drug substance include limits for particle size 
in addition to the customary attributes of assay, impurities, identification tests and water content.  
A retest period of  is currently approved.  Full details on the characterization, 
manufacture and control strategy for this drug substance have been submitted in NDA 200-796 
which is cross-referenced for this information.   
Chlorthalidone, the second drug substance in this combination product, is a creamish to slightly 
yellow   It is practically insoluble in water, 
ether or chloroform and soluble to slightly soluble in methanol or ethanol.  An authorization to 
DMF  has been provided for CMC information on chlorthalidone.  The original DMF was 
reviewed in support of Takeda’s initial IND application for this combination drug product on 
Apr 30, 2008 and found adequate.  Subsequently, an annual report was reviewed by OGD on Sep 
18, 2009 and the conclusion was that the DMF remained adequate.  A quality amendment and an 
annual report have been submitted more recently and have not been reviewed.  In addition to the 
DMF reference, the Applicant has submitted in the NDA the sites responsible for the 
manufacture of chlorthalidone, specifications, analytical procedures with validation data for 
residual solvents and particle size and COAs for multiple lots of this drug substance used in 
clinical and stability studies of the combination product. 
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11 Have draft container labels been 
provided? 

X   
 
12 

 
Has the draft package insert been 
provided? 

 
X 
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Has an investigational formulations 
section been provided? 

 
X 
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Is there a Methods Validation 
package? 

 
X 

 
 

 
Section 3.2.R. 

 
 
15 

 
Is a separate microbiological section 
included? 

 X 
 
Solid oral dosage form.  See section 3.2.P.2.5 

 
16 

 
Have all DMF references been 
identified?  

X 
 

 

 
DMF   for Chlorthalidone Drug Substance 
Packaging DMFs see Sec. 1.4.2 

 
 
   

 
 

IS THE PRODUCT QUALITY SECTION OF THE APPLICATION FILEABLE?        Yes  
 
 
Please identify and list any potential review issues to be forwarded to the Applicant for the 74-day letter: 
None identified so far.         
 

 
 
 
 
Kasturi Srinivasachar                                                                     Mar 18, 2011 
Pharmaceutical Assessment Lead                                                          Date 
 
Ramesh Sood, Ph.D.                                                                      Mar 18, 2011 
Branch Chief                                                                                           Date 
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