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EXCLUSIVITY SUMMARY  

 
NDA # 200796     SUPPL # n/a    HFD # 110 

Trade Name   Edarbi 
 
Generic Name   azilsartan medoxomil 
     
Applicant Name     Takeda Pharmaceuticals North America            
 
Approval Date, If Known               
 
PART I IS AN EXCLUSIVITY DETERMINATION NEEDED? 
 
1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission. 
 

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement? 
                                           YES  NO  
 
If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8 
 
 505(b)(1) 

 
c)  Did it require the review of clinical data other than to support a safety claim or change in 
labeling related to safety?  (If it required review only of bioavailability or bioequivalence 
data, answer "no.") 

    YES  NO  
 

If your answer is "no" because you believe the study is a bioavailability study and, therefore, 
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your 
reasons for disagreeing with any arguments made by the applicant that the study was not 
simply a bioavailability study.     

 
n/a 

 
If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:              

           
n/a 

 
 
 
d)  Did the applicant request exclusivity? 
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   YES  NO  
 
If the answer to (d) is "yes," how many years of exclusivity did the applicant request? 
 

Five 
 

e) Has pediatric exclusivity been granted for this Active Moiety? 
   YES  NO  

 
      If the answer to the above question in YES, is this approval a result of the studies submitted in 
response to the Pediatric Written Request? 
    
      n/a 
 
IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO 
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.   
 
 
2.  Is this drug product or indication a DESI upgrade? 

     YES  NO  
 
IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS 
ON PAGE 8 (even if a study was required for the upgrade).   
 
 
PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES 
(Answer either #1 or #2 as appropriate) 
 
1.  Single active ingredient product. 
 
Has FDA previously approved under section 505 of the Act any drug product containing the same 
active moiety as the drug under consideration?  Answer "yes" if the active moiety (including other 
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this 
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen 
or coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) 
has not been approved.  Answer "no" if the compound requires metabolic conversion (other than 
deesterification of an esterified form of the drug) to produce an already approved active moiety. 

 
                           YES  NO   
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s). 

 
      
NDA# n/a n/a 
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NDA# n/a n/a 

NDA# n/a n/a 

    
2.  Combination product.   
 
If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously 
approved an application under section 505 containing any one of the active moieties in the drug 
product?  If, for example, the combination contains one never-before-approved active moiety and 
one previously approved active moiety, answer "yes."  (An active moiety that is marketed under an 
OTC monograph, but that was never approved under an NDA, is considered not previously 
approved.)   

   YES  NO  
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).   
 
NDA# n/a n/a 

NDA# n/a n/a 

NDA# n/a n/a 

 
 
IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE 
SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary should 
only be answered “NO” for original approvals of new molecular entities.)  
IF “YES,” GO TO PART III. 
 
 
PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS 
 
To qualify for three years of exclusivity, an application or supplement must contain "reports of new 
clinical investigations (other than bioavailability studies) essential to the approval of the application 
and conducted or sponsored by the applicant."  This section should be completed only if the answer 
to PART II, Question 1 or 2 was "yes."   
 
 
1.  Does the application contain reports of clinical investigations?  (The Agency interprets "clinical 
investigations" to mean investigations conducted on humans other than bioavailability studies.)  If 
the application contains clinical investigations only by virtue of a right of reference to clinical 
investigations in another application, answer "yes," then skip to question 3(a).  If the answer to 3(a) 
is "yes" for any investigation referred to in another application, do not complete remainder of 
summary for that investigation.  

   YES  NO  
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IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.  
 
2.  A clinical investigation is "essential to the approval" if the Agency could not have approved the 
application or supplement without relying on that investigation.  Thus, the investigation is not 
essential to the approval if 1) no clinical investigation is necessary to support the supplement or 
application in light of previously approved applications (i.e., information other than clinical trials, 
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or 
505(b)(2) application because of what is already known about a previously approved product), or 2) 
there are published reports of studies (other than those conducted or sponsored by the applicant) or 
other publicly available data that independently would have been sufficient to support approval of 
the application, without reference to the clinical investigation submitted in the application. 
 

(a) In light of previously approved applications, is a clinical investigation (either conducted 
by the applicant or available from some other source, including the published literature) 
necessary to support approval of the application or supplement? 

   YES  NO  
 

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval 
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8: 

 
      

                                                  
(b) Did the applicant submit a list of published studies relevant to the safety and 
effectiveness of this drug product and a statement that the publicly available data would not 
independently support approval of the application? 

   YES  NO  
 
(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree 
with the applicant's conclusion?  If not applicable, answer NO. 

  
     YES  NO  

 
     If yes, explain:                                      
 

                                                              
 

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or 
sponsored by the applicant or other publicly available data that  could independently 
demonstrate the safety and effectiveness of this drug product?  

   
   YES  NO  

 
     If yes, explain:                                          
 

                                                              

Reference ID: 2909459



 
 

Page 5 

 
(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical 

investigations submitted in the application that are essential to the approval: 
 

      
 
                     

Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.   
 
 
3.  In addition to being essential, investigations must be "new" to support exclusivity.  The agency 
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the 
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does 
not duplicate the results of another investigation that was relied on by the agency to demonstrate the 
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the 
agency considers to have been demonstrated in an already approved application.   
 

a) For each investigation identified as "essential to the approval," has the investigation been 
relied on by the agency to demonstrate the effectiveness of a previously approved drug 
product?  (If the investigation was relied on only to support the safety of a previously 
approved drug, answer "no.") 

 
Investigation #1         YES  NO  

 
Investigation #2         YES  NO  

 
If you have answered "yes" for one or more investigations, identify each such investigation 
and the NDA in which each was relied upon: 

 
      

 
b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support the 
effectiveness of a previously approved drug product? 

 
Investigation #1      YES  NO  

   
Investigation #2      YES  NO  

 
 
 
 

If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on: 
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c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application 
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any 
that are not "new"): 

 
       

 
 
4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
been conducted or sponsored by the applicant.  An investigation was "conducted or sponsored by" 
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of 
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor 
in interest) provided substantial support for the study.  Ordinarily, substantial support will mean 
providing 50 percent or more of the cost of the study. 
 

a) For each investigation identified in response to question 3(c): if the investigation was 
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor? 

 
Investigation #1    
      

 IND #        YES     NO       
        Explain:   
                                 

              
 

Investigation #2    
 

 IND #        YES      NO     
        Explain:  
                                      
         
                                                             

(b) For each investigation not carried out under an IND or for which the applicant was not 
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in 
interest provided substantial support for the study? 

 
 
 
 
 
Investigation #1    

 
YES        NO     
Explain:      Explain:  
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 Investigation #2    

 
YES          NO     
Explain:      Explain:  

              
         
 

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that 
the applicant should not be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for exclusivity.  However, if all rights to the 
drug are purchased (not just studies on the drug), the applicant may be considered to have 
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.) 

 
  YES  NO  

 
If yes, explain:   
 

      
 
 
================================================================= 
                                                       
Name of person completing form:  Alexis Childers                       
Title:  Regulatory Health Project Manager 
Date:  24 Feb 2011 
 
                                                       
Name of Office/Division Director signing form:  Norman Stockbridge, M.D. Ph.D. 
Title:  Director, Division of Cardiovascular and Renal Products 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05 
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ACTION PACKAGE CHECKLIST 
 

APPLICATION INFORMATION1 
NDA #   200-796 
BLA #   n/a 

NDA Supplement #   n/a 
BLA STN #   n/a If NDA, Efficacy Supplement Type:   n/a 

Proprietary Name:   azilsartan medoxomil 
Established/Proper Name:  Edarbi 
Dosage Form:          Tablet 

Applicant:  Takeda Pharmaceuticals North America 
Agent for Applicant (if applicable):  N/A 

RPM:  Alexis Childers Division:  Division of Cardiovascular and Renal Products 

NDAs: 
NDA Application Type:    505(b)(1)     505(b)(2) 
Efficacy Supplement:        505(b)(1)     505(b)(2) 
 
(A supplement can be either a (b)(1) or a (b)(2) 
regardless of whether the original NDA was a (b)(1) 
or a (b)(2). Consult page 1 of the 505(b)(2) 
Assessment or the Appendix to this Action Package 
Checklist.) 
 

505(b)(2) Original NDAs and 505(b)(2) NDA supplements: 
Listed drug(s) relied upon for approval (include NDA #(s) and drug 
name(s)):  

      

Provide a brief explanation of how this product is different from the listed 
drug. 

      

If no listed drug, explain. 
         This application relies on literature. 
         This application relies on a final OTC monograph. 
         Other (explain)         
 
Two months prior to each action, review the information in the 
505(b)(2) Assessment and submit the draft to CDER OND IO for 
clearance.  Finalize the 505(b)(2) Assessment at the time of the 
approval action.   
 
On the day of approval, check the Orange Book again for any new 
patents or pediatric exclusivity. 
 
  No changes      Updated     Date of check:       
 
If pediatric exclusivity has been granted or the pediatric information in 
the labeling of the listed drug changed, determine whether pediatric 
information needs to be added to or deleted from the labeling of this 
drug.  
 
 

 Actions  

• Proposed action 
• User Fee Goal Date is February 27, 2011   AP          TA       CR     

• Previous actions (specify type and date for each action taken)                   None          
 If accelerated approval or approval based on efficacy studies in animals, were promotional 

materials received? 
Note:  Promotional materials to be used within 120 days after approval must have been 
submitted (for exceptions, see 
http://www fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guida
nces/ucm069965.pdf).  If not submitted, explain       

  Received 

                                                           
1 The Application Information section is (only) a checklist.  The Contents of Action Package section (beginning on page 5) lists the 
documents to be included in the Action Package. 
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 Application Characteristics 2  

 
Review priority:       Standard       Priority 
Chemical classification (new NDAs only):          1 
 

  Fast Track                                                                  Rx-to-OTC full switch 
  Rolling Review                                                          Rx-to-OTC partial switch 
  Orphan drug designation                                           Direct-to-OTC 

 
NDAs:  Subpart H                                                                           BLAs:  Subpart E 

      Accelerated approval (21 CFR 314.510)                                   Accelerated approval (21 CFR 601.41) 
      Restricted distribution (21 CFR 314.520)                                  Restricted distribution (21 CFR 601.42) 

              Subpart I                                                                                          Subpart H  
      Approval based on animal studies                                              Approval based on animal studies 

 
  Submitted in response to a PMR                                              REMS:    MedGuide 
  Submitted in response to a PMC                                                              Communication Plan 
  Submitted in response to a Pediatric Written Request                             ETASU 

                                                                                                                         REMS not required 
Comments:        
 

 BLAs only:  Ensure RMS-BLA Product Information Sheet for TBP and RMS-BLA Facility 
Information Sheet for TBP have been completed and forwarded to OPI/OBI/DRM (Vicky 
Carter)  

  Yes, dates       

 BLAs only:  Is the product subject to official FDA lot release per 21 CFR 610.2 
(approvals only)   Yes       No 

 Public communications (approvals only)  

• Office of Executive Programs (OEP) liaison has been notified of action   Yes     No 

• Press Office notified of action (by OEP)   Yes     No 

• Indicate what types (if any) of information dissemination are anticipated  

  None 
  HHS Press Release 
  FDA Talk Paper 
  CDER Q&As 
  Other       

                                                           
2 Answer all questions in all sections in relation to the pending application, i.e., if the pending application is an NDA or BLA 
supplement, then the questions should be answered in relation to that supplement, not in relation to the original NDA or BLA.  For 
example, if the application is a pending BLA supplement, then a new RMS-BLA Product Information Sheet for TBP must be 
completed. 
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 Exclusivity  

• Is approval of this application blocked by any type of exclusivity?   No             Yes 

• NDAs and BLAs:  Is there existing orphan drug exclusivity for the “same” 
drug or biologic for the proposed indication(s)?  Refer to 21 CFR 
316.3(b)(13) for the definition of “same drug” for an orphan drug (i.e., 
active moiety).  This definition is NOT the same as that used for NDA 
chemical classification. 

  No             Yes 
If, yes, NDA/BLA #       and 
date exclusivity expires:        

• (b)(2) NDAs only:  Is there remaining 5-year exclusivity that would bar 
effective approval of a 505(b)(2) application)?  (Note that, even if exclusivity 
remains, the application may be tentatively approved if it is otherwise ready 
for approval.)  

  No             Yes 
If yes, NDA #       and date 
exclusivity expires:        

• (b)(2) NDAs only:  Is there remaining 3-year exclusivity that would bar 
effective approval of a 505(b)(2) application?  (Note that, even if exclusivity 
remains, the application may be tentatively approved if it is otherwise ready 
for approval.) 

  No             Yes 
If yes, NDA #       and date 
exclusivity expires:        

• (b)(2) NDAs only:  Is there remaining 6-month pediatric exclusivity that 
would bar effective approval of a 505(b)(2) application?  (Note that, even if 
exclusivity remains, the application may be tentatively approved if it is 
otherwise ready for approval.)  

  No             Yes 
If yes, NDA #       and date 
exclusivity expires:        

• NDAs only:  Is this a single enantiomer that falls under the 10-year approval 
limitation of 505(u)?  (Note that, even if the 10-year approval limitation 
period has not expired, the application may be tentatively approved if it is 
otherwise ready for approval.)  

  No             Yes 
If yes, NDA #       and date 10-
year limitation expires:        

 Patent Information (NDAs only)  

• Patent Information:  
Verify that form FDA-3542a was submitted for patents that claim the drug for 
which approval is sought.   If the drug is an old antibiotic, skip the Patent 
Certification questions. 

  Verified 
  Not applicable because drug is 

an old antibiotic.  

• Patent Certification [505(b)(2) applications]:  
Verify that a certification was submitted for each patent for the listed drug(s) in 
the Orange Book and identify the type of certification submitted for each patent. 

21 CFR 314.50(i)(1)(i)(A) 
  Verified 

 
21 CFR 314.50(i)(1) 

  (ii)       (iii) 
• [505(b)(2) applications] If the application includes a paragraph III certification, 

it cannot be approved until the date that the patent to which the certification 
pertains expires (but may be tentatively approved if it is otherwise ready for 
approval). 

  No paragraph III certification 
Date patent will expire        

 
• [505(b)(2) applications]  For each paragraph IV certification, verify that the 

applicant notified the NDA holder and patent owner(s) of its certification that the 
patent(s) is invalid, unenforceable, or will not be infringed (review 
documentation of notification by applicant and documentation of receipt of 
notice by patent owner and NDA holder).  (If the application does not include 
any paragraph IV certifications, mark “N/A” and skip to the next section below 
(Summary Reviews)). 

 
 
 
 

 
 

  N/A (no paragraph IV certification) 
  Verified   
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• [505(b)(2) applications]  For each paragraph IV certification, based on the 

questions below, determine whether a 30-month stay of approval is in effect due 
to patent infringement litigation.   

 
Answer the following questions for each paragraph IV certification: 

 
(1) Have 45 days passed since the patent owner’s receipt of the applicant’s 

notice of certification? 
 

(Note:  The date that the patent owner received the applicant’s notice of 
certification can be determined by checking the application.  The applicant 
is required to amend its 505(b)(2) application to include documentation of 
this date (e.g., copy of return receipt or letter from recipient 
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))). 

 
 If “Yes,” skip to question (4) below.  If “No,” continue with question (2). 

 
(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submitted a written waiver of its right to file a legal action for patent 
infringement after receiving the applicant’s notice of certification, as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip the rest of the patent questions.   
 
If “No,” continue with question (3). 
 

(3) Has the patent owner, its representative, or the exclusive patent licensee 
filed a lawsuit for patent infringement against the applicant?  

 
(Note:  This can be determined by confirming whether the Division has 
received a written notice from the (b)(2) applicant (or the patent owner or 
its representative) stating that a legal action was filed within 45 days of 
receipt of its notice of certification.  The applicant is required to notify the 
Division in writing whenever an action has been filed within this 45-day 
period (see 21 CFR 314.107(f)(2))). 

  
If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee) 
has until the expiration of the 45-day period described in question (1) to waive 
its right to bring a patent infringement action or to bring such an action.  After 
the 45-day period expires, continue with question (4) below.    

 
(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submit a written waiver of its right to file a legal action for patent 
infringement within the 45-day period described in question (1), as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip to the next section below (Summary Reviews).   
 
If “No,” continue with question (5). 

 
 
 

 
 
 
 
 
 
 

  Yes          No         
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
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(5) Did the patent owner, its representative, or the exclusive patent licensee 

bring suit against the (b)(2) applicant for patent infringement within 45 
days of the patent owner’s receipt of the applicant’s notice of 
certification?   

 
(Note:  This can be determined by confirming whether the Division has 
received a written notice from the (b)(2) applicant (or the patent owner or 
its representative) stating that a legal action was filed within 45 days of 
receipt of its notice of certification.  The applicant is required to notify the 
Division in writing whenever an action has been filed within this 45-day 
period (see 21 CFR 314.107(f)(2)).  If no written notice appears in the 
NDA file, confirm with the applicant whether a lawsuit was commenced 
within the 45-day period).  

 
If “No,” there is no stay of approval based on this certification. Analyze the 
next paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip to the next section below (Summary 
Reviews). 
  
If “Yes,” a stay of approval may be in effect.  To determine if a 30-month stay 
is in effect, consult with the OND ADRA and attach a summary of the 
response. 

 

 
  Yes          No 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

CONTENTS OF ACTION PACKAGE 
 Copy of this Action Package Checklist3 Included 

Officer/Employee List 
 List of officers/employees who participated in the decision to approve this application and 

consented to be identified on this list (approvals only)   Included 

Documentation of consent/non-consent by officers/employees    Included 

Action Letters 

 Copies of all action letters (including approval letter with final labeling) Action(s) and date(s) 25 Feb 2011 
approval 

Labeling 

 Package Insert (write submission/communication date at upper right of first page of PI)  

• Most recent draft labeling.  If it is division-proposed labeling, it should be in 
track-changes format.  Included 

• Original applicant-proposed labeling Included 

• Example of class labeling, if applicable N/A 

                                                           
3 Fill in blanks with dates of reviews, letters, etc. 
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 Medication Guide/Patient Package Insert/Instructions for Use/Device Labeling (write 
submission/communication date at upper right of first page of each piece) 

  Medication Guide 
  Patient Package Insert 
  Instructions for Use 
  Device Labeling 
  None 

• Most-recent draft labeling.  If it is division-proposed labeling, it should be in 
track-changes format.       

• Original applicant-proposed labeling       

• Example of class labeling, if applicable       

 Labels (full color carton and immediate-container labels) (write 
submission/communication date on upper right of first page of each submission)  

• Most-recent draft labeling        

 Proprietary Name  
• Acceptability/non-acceptability letter(s) (indicate date(s)) 
• Review(s) (indicate date(s)) 

 
19 Oct 2010 
19 Oct 2010, 18 Feb 2011 

 Labeling reviews (indicate dates of reviews and meetings) 

  RPM  N/A 
  DMEPA  4 Feb 2011 
  DRISK  27 Jan 2011 
  DDMAC  28 Jan 2011 
  CSS  N/A 
  Other reviews  N/A 

Administrative / Regulatory Documents 
 Administrative Reviews (e.g., RPM Filing Review4/Memo of Filing Meeting) (indicate 

date of each review) 
 All NDA (b)(2) Actions:  Date each action cleared by (b)(2) Clearance Cmte  
 NDA (b)(2) Approvals Only:  505(b)(2) Assessment (indicate date) 

23 Jun 2010 & 28 Feb 2011 
 

  Not a (b)(2)           
  Not a (b)(2)           

 NDAs only:  Exclusivity Summary (signed by Division Director)   Included   

 Application Integrity Policy (AIP) Status and Related Documents  
http://www fda.gov/ICECI/EnforcementActions/ApplicationIntegrityPolicy/default.htm   

 
 

• Applicant is on the AIP   Yes       No 

• This application is on the AIP 

o If yes, Center Director’s Exception for Review memo  (indicate date) 

o If yes, OC clearance for approval (indicate date of clearance 
communication) 

  Yes       No 

      

               Not an AP action 

 Pediatrics (approvals only) 
• Date reviewed by PeRC   8 Dec 2010 

If PeRC review not necessary, explain:  N/A 
• Pediatric Page/Record (approvals only, must be reviewed by PERC before 

finalized) 

 
 
 

  Included 

 Debarment certification (original applications only): verified that qualifying language was 
not used in certification and that certifications from foreign applicants are cosigned by 
U.S. agent (include certification) 

  Verified, statement is 
acceptable 

 Outgoing communications (letters (except action letters), emails, faxes, telecons) See correspondence/telecons/faxes 
tab of action package  

                                                           
4 Filing reviews for scientific disciplines should be filed behind the respective discipline tab. 
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 Internal memoranda, telecons, etc. See correspondence/telecons/faxes 
tab of action package 

 Minutes of Meetings  

• Regulatory Briefing (indicate date of mtg)   No mtg          

• If not the first review cycle, any end-of-review meeting (indicate date of mtg)   N/A or no mtg          

• Pre-NDA/BLA meeting (indicate date of mtg)   No mtg    27 Oct  2009 

• EOP2 meeting (indicate date of mtg)   No mtg 26 Apr 2007 (DCaRP) 
                       13 Jun 2008 (CMC) 

• Other milestone meetings (e.g., EOP2a, CMC pilots) (indicate dates of mtgs) 21 Jan 2011 Type C 

 Advisory Committee Meeting(s)   No AC meeting 

• Date(s) of Meeting(s)       

• 48-hour alert or minutes, if available (do not include transcript)        

Decisional and Summary Memos 

 Office Director Decisional Memo (indicate date for each review)   None    25 Feb 2011 

Division Director Summary Review (indicate date for each review)   None    8 Feb 2011 

Cross-Discipline Team Leader Review (indicate date for each review)   None    21 Jan 2011 

PMR/PMC Development Templates (indicate total number)    None     

Clinical Information5 
 Clinical Reviews  

• Clinical Team Leader Review(s) (indicate date for each review) N/A 

• Clinical review(s) (indicate date for each review)  16, Dec 2010, 3 Jan 2011, 2 Feb 
2011 

• Social scientist review(s) (if OTC drug) (indicate date for each review)   None          
 Financial Disclosure reviews(s) or location/date if addressed in another review 

                                                           OR 
        If no financial disclosure information was required, check here  and include a             
        review/memo explaining why not (indicate date of review/memo) 

31 Jan 2011 
 
      

 Clinical reviews from immunology and other clinical areas/divisions/Centers (indicate 
date of each review)   None          

 Controlled Substance Staff review(s) and Scheduling Recommendation (indicate date of 
each review)   Not applicable          

 Risk Management 
• REMS Documents and Supporting Statement (indicate date(s) of submission(s)) 
• REMS Memo(s) and letter(s) (indicate date(s)) 
• Risk management review(s) and recommendations (including those by OSE and 

CSS) (indicate date of each review and indicate location/date if incorporated 
into another review) 

 
      
      

  None 
26 Oct 2010 
 

 DSI Clinical Inspection Review Summary(ies) (include copies of DSI letters to 
investigators)   None requested           

                                                           
5 Filing reviews should be filed with the discipline reviews. 
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Clinical Microbiology                  None 

 Clinical Microbiology Team Leader Review(s) (indicate date for each review)   None          

Clinical Microbiology Review(s) (indicate date for each review)   None           

Biostatistics                                   None 

 Statistical Division Director  Review(s) (indicate date for each review)   None          

Statistical Team Leader Review(s) (indicate date for each review)   None     

Statistical Review(s) (indicate date for each review)   None  16 Dec 2010, 3 Jan 
2011   

Clinical Pharmacology                 None 

 Clinical Pharmacology Division Director Review(s) (indicate date for each review)   None          

Clinical Pharmacology Team Leader Review(s) (indicate date for each review)   None          

Clinical Pharmacology review(s) (indicate date for each review)   None    11 & 26 Jan 2011 

 DSI Clinical Pharmacology Inspection Review Summary (include copies of DSI letters)   None          

Nonclinical                                     None 
 Pharmacology/Toxicology Discipline Reviews  

• ADP/T Review(s) (indicate date for each review)   None    24 Feb 2011 

• Supervisory Review(s) (indicate date for each review)   None          
• Pharm/tox review(s), including referenced IND reviews (indicate date for each 

review)   None    21 Dec 2010 

 Review(s) by other disciplines/divisions/Centers requested by P/T reviewer (indicate date 
for each review)   None          

 Statistical review(s) of carcinogenicity studies (indicate date for each review)   No carc    24 Nov 2010 

 ECAC/CAC report/memo of meeting   None    23 Sep 2010 
 

 DSI Nonclinical Inspection Review Summary (include copies of DSI letters)   None requested          

Product Quality                             None 
 Product Quality Discipline Reviews  

• ONDQA/OBP Division Director Review(s) (indicate date for each review)   None    22 Feb 2011 

• Branch Chief/Team Leader Review(s) (indicate date for each review)   None          

• Product quality review(s) including ONDQA biopharmaceutics reviews (indicate 
date for each review) 

  None    16, 21 Dec 2010, 14, 
19 Jan 2011 

 Microbiology Reviews 
   NDAs:  Microbiology reviews (sterility & pyrogenicity) (OPS/NDMS) (indicate 

        date of each review) 
   BLAs:  Sterility assurance, microbiology, facilities reviews 

        (DMPQ/MAPCB/BMT) (indicate date of each review) 

  Not needed 
      
 
      
 

 Reviews by other disciplines/divisions/Centers requested by CMC/quality reviewer 
(indicate date of each review)   None     
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 Environmental Assessment (check one) (original and supplemental applications)   

  Categorical Exclusion (indicate review date)(all original applications  and     
       all efficacy supplements that could increase the patient population) 30 Nov 2010 

  Review & FONSI (indicate date of  review)       

  Review & Environmental Impact Statement (indicate date of each review)  

 Facilities Review/Inspection  

  NDAs:  Facilities inspections (include EER printout) (date completed must be 
       within 2 years of action date) (only original NDAs and supplements that include 

a new facility or a change that affects the manufacturing sites6) 

Date completed:  9 Jun 2010 
  Acceptable 
  Withhold recommendation 
  Not applicable 

  BLAs:  TB-EER (date of most recent TB-EER must be within 30 days of action 
       date) (original and supplemental BLAs) 

Date completed:        
  Acceptable   
  Withhold recommendation 

 NDAs:  Methods Validation (check box only, do not include documents) 

  Completed  
  Requested 
  Not yet requested 
  Not needed (per review) 

 
 

 

                                                           
6 I.e., a new facility or a change in the facility, or a change in the manufacturing process in a way that impacts the Quality 
Management Systems of the facility. 
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DIVISION OF CARDIOVASCULAR & RENAL PRODUCTS   
FOOD AND DRUG ADMINISTRATION  
  

  FDA 

 

US Mail address:     10903 New Hampshire Ave 
CDER, DCRDP (HFD-110) Silver Spring, MD 20993-00025600 
10903 New Hampshire Ave., 
Silver Spring, MD 20993-0002  
  

 
This document is intended only for the use of the party to whom it is addressed and may contain 
information that is privileged, confidential, and protected from disclosure under applicable law.  If you 
are not the addressee, or a person authorized to deliver the document to the addressee, you are hereby 
notified that any review, disclosure, dissemination, copying, or other action based on the content of this 
communication is not authorized.  If you have received this document in error, please immediately notify us 
by telephone and return it to:      CDER, DCRDP (HFD-110); 10903 New Hampshire Ave., Silver Spring, 
MD 20993-0002 
 
 
 Transmitted via email: dyarbrough@tgrd.com 
 
 Attention: Deborah Yarbrough  
 
  Company Name: Takeda Pharmaceuticals North America 
      
 Phone: (224) 554-2730  
 

Subject: NDA 200-796 21 January 2011                            
Meeting Minutes   

  
 Date: 1 February 2011  
   
 
 Pages including this sheet: 18  
 
 
 From: Alexis Childers 
 Phone: 301-796-0442 
 Fax: 301-796-9838 
 
 
 
*******PLEASE LET ME KNOW YOU RECEIVED THIS.  THANKS! 
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Meeting Minutes 
 
Date of meeting:   21 January 2011 
Application:    NDA 200-796 
Drug:     azilsartan medoxomil 
Sponsor:    Takeda Pharmaceuticals North America 
Meeting Purpose:   Guidance 
Meeting Type:    C 
 
FDA Participants:  
*Division of Cardiovascular and Renal Products   
Norman Stockbridge, M.D., Ph.D. Director 
Shari Targum, M.D. Team Leader, Medical Officer 
Maryann Gordon, M.D.   Medical Officer 
Edward Fromm, R.Ph., RAC   Chief Regulatory Health Project Manager 
Alexis Childers     Regulatory Health Project Manager 
Russell Fortney, R.Ph.    Regulatory Health Project Manager 
*Office of Clinical Pharmacology 
Rajanikanth Madabushi, Ph.D.   Team Leader 
Divya Menon-Andersen, Ph.D.   Clinical Pharmacology Reviewer 
*Office of Biostatistics, Division of Biometrics I 
John Lawrence, Ph.D.   Statistician 
 
Takeda Participants: 
Stuart Kupfer, MD  Executive Medical Director, Clinical Science 
Aziz Karim, PhD Vice President, Clinical Pharmacology Strategy 
Guoliang “Charlie” Cao, PhD Director, Statistics 
Binita Kwankin Director, Regulatory Affairs Strategy 
Deborah Yarbrough, MS, MBA Manager, Regulatory Affairs Strategy 
 
 
 
Background: 
Azilsartan medoxomil (TAK-491) is a prodrug that rapidly converts into TAK-536 in the body. It is an 
angiotensin II receptor blocker (ARB). The NDA was submitted in April 2010. The PDUFA goal date is 
February 27, 2011. The submission proposed two doses: 40-mg and 80-mg. The Division sent initial 
proposed labeling with only a 40-mg dose. Based on the labeling, the sponsor requested a meeting with 
the Division to discuss why the 80-mg dose was removed from the proposed label. 
 
Discussion during meeting: 
The discussion focused on the reasoning for removing the 80-mg dose from the label. Dr. Stockbridge 
explained the Division’s point of view while also indicating that a final decision has not been made. He 
noted that the Office Director will make the final determination on dose and approvability. Dr. Stockbridge 
explained that the dose-response data appeared essentially flat between 10-80 mg. There is a possible safety 
concern with the 80-mg dose with respect to serum creatinine, especially when co-administered with 
chlorthalidone. The 40-mg dose appeared to be just as effective as the 80-mg dose, with no safety concerns. 
Because the dose-response is small, approximately 2 mm Hg, the Division feels that patients should not be 
titrated from 40-mg to 80-mg. Instead, another drug should be added to boost the response. 
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The Sponsor explained why they chose the doses they did, and presented slides (see attached) summarizing 
the results from their studies. The Sponsor feels that although the dose-response is small, the drug is more 
efficacious and consistently lowers blood pressure at 80-mg. They also feel that the dose-response seen with 
their drug is similar to that seen with other ARBs. 
 
Dr. Stockbridge emphasized that the discussion is not whether there is any difference between the dose 
levels; the discussion is whether or not there is enough difference to have a clinical benefit. The Sponsor 
suggested that if only a single dose were approved that it should be the 80-mg dose. Dr. Stockbridge 
suggested that the Sponsor create a memo summarizing why they feel that 80-mg is more valuable and 
should be approved over 40-mg.  
 

 
 

 
 

  
 
The Sponsor plans to submit the memo the week of January 24, 2011.  
 
 
 
 
Meeting recorder:  ___________________________ 
   Alexis Childers 
       
 
Meeting concurrence: _______________________________ 
   Norman Stockbridge, M.D., Ph.D. 
 
Draft: ac 1/24/11 
Final: ac  2/1/11 
 
RD:  
Fortney 1/25/11 
Fromm 1/26/11 
Menon-Andersen 1/26/11 
Madabushi 1/26/11 
Lawrence 1/31/11 
Gordon1/31/11 
Targum 1/31/11 
Stockbridge 1/31/11 
 

Reference ID: 2899019

14 Page(s) has been Withheld in Full as 
B4 (CCI/TS) immediately following this 

page 

(b) (4)



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

ALEXIS T CHILDERS
02/01/2011

NORMAN L STOCKBRIDGE
02/01/2011

Reference ID: 2899019



  

   
  

   

 
 

  

 

  
    

              
            

             
            

      

            
             

  



(b) (6)

(b) (4)

(b) (6) (b) (6)

(b) (6)

(b) (6)

(b) (6)

(b) (6)

(b) (6)

(b) (6)



          
         

 

  



 
 
DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 200796 INFORMATION REQUEST 

 
Takeda Global Research & Development Center, Inc. 
Attention: Deborah O. Yarbrough, MS, MBA 
Manager, Regulatory Affairs 
One Takeda Parkway 
Deerfield, IL 60015 
 
Dear Ms. Yarbrough: 
 
Please refer to your April 22, 2010 new drug application submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act for TAK-491 (azilsartan medoxomil) Tablets. 
 
We reviewed your Chemistry, Manufacturing, and Controls information and have the following 
comments and information requests.  We request a prompt written response in order to continue 
our evaluation of your NDA. 
 

Your proposed dissolution methodology as shown below is acceptable: 
 

Apparatus: 2 (Paddle) x 50 rpm 
Medium:  USP Phosphate Buffer (pH 7.8) 900 mL at 37ºC 
Sampling time: 10, 15, 20, 30, and 45 minutes 
 

However, azilsartan medoxomil immediately release tablets dissolved rapidly using the 
above dissolution method, i.e., , therefore, the 
specifications should be revised as follows: 
 

Specifications: From Q=  
                        To Q=  

 
If you have any questions, call Don Henry, Regulatory Project Manager, at (301) 796-4227. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Ramesh Sood, Ph.D. 
Branch Chief  
Division of New Drug Quality Assessment I 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 200796 INFORMATION REQUEST 

 
Takeda Global Research & Development Center, Inc. 
Attention: Deborah O. Yarbrough, MS, MBA 
Manager, Regulatory Affairs 
One Takeda Parkway 
Deerfield, IL 60015 
 
Dear Ms. Yarbrough: 
 
Please refer to your April 22, 2010 new drug application submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for TAK-491 (azilsartan medoxomil) Tablets. 
 
We reviewed your Chemistry, Manufacturing, and Controls information and have the following 
comments and information requests.  We request a prompt written response in order to continue our 
evaluation of your NDA. 
 

• The P3 section does not include values for some process parameters,  
. Note that a complete description of the 

commercial scale drug product manufacturing process is required and should include all 
process parameters. Therefore, include a master production record /or a detailed 
manufacturing process description in section P.3.3 (drug product) of the application, in 
accordance with 21CFR 314.50 d(1)(ii)(c). The Agency recognizes that changes to 
process parameters that are not critical (e.g. statistically non significant parameters) can 
usually be managed under the firm’s quality system without the need for regulatory 
review and approval prior to implementation. However, notification of all changes 
including changes to process parameters should be provided in accordance with 21CFR 
314.70. 

 
 

If you have any questions, call Don Henry, Regulatory Project Manager, at (301) 796-4227. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Ramesh Sood, Ph.D. 
Branch Chief  
Division of New Drug Quality Assessment I 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

NDA 200796 
PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Takeda Pharmaceuticals North America 
One Takeda Parkway 
Deerfield, Illinois 60015 
 
ATTENTION:  Deborah O. Yarbrough, M.S., MBA 
    Manager, Regulatory Strategy 
 
Dear Ms. Yarbrough: 
 
Please refer to your New Drug Application (NDA) dated April 22, 2010, received  
April 27, 2010, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic  
Act for Azilsartan Medoxomil Tablets, 40 mg and 80 mg. 
 
We also refer to your August 13, 2010, correspondence, received August 13, 2010, requesting 
review of your proposed proprietary name, Edarbi.  We have completed our review of the 
proposed proprietary name, Edarbi and have concluded that it is acceptable. 
 
The proposed proprietary name, Edarbi, will be re-reviewed 90 days prior to the approval of the 
NDA.  If we find the name unacceptable following the re-review, we will notify you. 
 
If any of the proposed product characteristics as stated in your August 13, 2010, submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review. 
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Nina Ton, Safety Regulatory Project Manager in the 
Office of Surveillance and Epidemiology, at 301-796-1648.  For any other information regarding 
this application, contact the Office of New Drugs (OND) Regulatory Project Manager,  
Alexis Childers, at 301-796-0442. 
 

Sincerely, 
 

              {See appended electronic signature page}  
       

Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 



Reference ID: 2850924

---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

CAROL A HOLQUIST
10/19/2010



 
 
DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 200796 INFORMATION REQUEST 

 
Takeda Global Research & Development Center, Inc. 
Attention: Deborah O. Yarbrough, MS, MBA 
Manager, Regulatory Affairs 
One Takeda Parkway 
Deerfield, IL 60015 
 
Dear Ms. Yarbrough: 
 
Please refer to your April 22, 2010 new drug application submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act for TAK-491 (azilsartan medoxomil) Tablets. 
 
We reviewed your Chemistry, Manufacturing, and Controls information and have the following 
comments and information requests.  We request a prompt written response in order to continue 
our evaluation of your NDA. 
 

• For your dissolution method using a paddle x 50 rpm, you investigated pH range for 
the medium, , and finally proposed the pH 
of 7.8.  However, you did not provide justification for a pH medium 7.8  

(Table 5, p. 11 out of 28).   Provide further justification to support using pH 7.8 
medium .  Otherwise, it is recommended that a paddle x 50 rpm 

 be employed. 
 

 
If you have any questions, call Don Henry, Regulatory Project Manager, at (301) 796-4227. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Ramesh Sood, Ph.D. 
Branch Chief  
Division of New Drug Quality Assessment I 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 200796 INFORMATION REQUEST 

 
Takeda Global Research & Development Center, Inc. 
Attention: Deborah O. Yarbrough, MS, MBA 
Manager, Regulatory Affairs 
One Takeda Parkway 
Deerfield, IL 60015 
 
Dear Ms. Yarbrough: 
 
Please refer to your April 22, 2010 new drug application submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for TAK-491 (azilsartan medoxomil) Tablets. 
 
We reviewed your Chemistry, Manufacturing, and Controls information and have the following 
comments and information requests.  We request a prompt written response in order to continue our 
evaluation of your NDA. 

If you have any questions, call Don Henry, Regulatory Project Manager, at (301) 796-4227. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Ramesh Sood, Ph.D. 
Branch Chief  
Division of New Drug Quality Assessment I 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 

(b) (4)
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Executive CAC 
Date of Meeting: September 14, 2010 
 
Committee: David Jacobson-Kram, Ph.D., OND IO, Chair 

Abby Jacobs, Ph.D., OND IO, Member 
Paul Brown, Ph.D., OND IO, Member 
Barbara Hill, Ph.D., DDDP, Alternate Member 
Muriel Saulnier, D.V.M, Ph.D., D.A.B.T., DCaRP Team Leader 
Philip Gatti, Ph.D., DCaRP Presenting Reviewer 

 
Author of Draft: Philip Gatti, Ph.D. 
 
The following information reflects a brief summary of the Committee discussion 
and its recommendations.  
 
 
NDA # 200-796 
Drug Name: azilsartan 
Sponsor: Takeda 
 
Four carcinogenicity studies were reviewed. Two (rat and Tg.rasH2 mouse) for the pro 
drug, TAK 491, and two (rat and Tg.rasH2 mouse) for the metabolite, TAK 563-MII.  
 
Pro Drug TAK 491: 
 
Rat Carcinogenicity Study  
 Strain: F344/Jcl rats 
 Dose (oral): 60, 200 and 600 mg/kg/day 
 Vehicle: 0.5w/v% methylcellulose in 0.005w/v% citric acid 
 Duration: 24 months 
 
The incidence of hemolymphoreticular histiocytic sarcomas in rats was 
numerically increased at the high dose in the females as shown in the following table. 
 
 Control 

(Combined) 
60 mg/kg 200 mg/kg 600 mg/kg 

Incidence 1/100 1/50 1/50 4/50 
Poly-3 adjusted 
incidence rate   

1.1% 2.2% 2.1% 8.2% 

p-value of 
pairwise and 
trend tests 

.0168  (trend) .5604 .5730 .0483 

 
The two control groups received the same vehicle treatment. Relevant historical data 
were not available. Therefore the concurrent control data from this study and the study 
with the metabolite (discussed below) were used to determine whether this tumor was 



common. In addition to the tumor diagnosed in the one female control, these tumors were 
also diagnosed in 2/100 males in vehicle control groups and in 1/50 females in a vehicle 
control group in the study of the metabolite. In the absence of historical control data, the 
concurrent control data suggest that these tumors should be assessed using common 
tumor criteria of α=0.005 for trend and α=0.01 for pairwise comparisons. Consequently, 
the trend and pairwise analyses do not reach statistical significance. In addition to the 
statistical analysis, the mode of action of the compound, i.e. competitive reversible 
antagonist at AT-1 receptors, does not suggest that these tumors are pharmacologically 
related. 
  
Tg.rasH2 Mouse Carcinogenicity Study  
 Doses (oral): 50, 150 and 450 mg/kg/day 
 Vehicle: 0.5w/v% methylcellulose in 0.005w/v% citric acid 
 Duration: 26 weeks 
 
No neoplasm was statistically significant by the CDER criteria. 
 
 
Metabolite TAK 536-MII: 
 
Rat Carcinogenicity Study  

Strain: F344/Jcl rats 
Dose (oral): 100 (males), 300 (both sexes), 1000 (both sexes) and 3000 (females) 
Vehicle: Corn oil 

 Duration 24 months 
No neoplasm was statistically significant by the CDER criteria. 
  
 
Tg.rasH2 Mouse Carcinogenicity Study  

Concentration in diet: 1.25, 3.5 and 5% 
 Controls: Normal diet 
 Duration: 26 weeks 
 
No neoplasm was statistically significant by the CDER criteria. 

 
 

Executive CAC Recommendations and Conclusions: 
 
Pro Drug TAK-491 
 
Rat: 
 

• The Committee agreed that the study was acceptable, noting prior FDA 
concurrence with the protocol.  

 
• The Committee concurred that there no drug-related neoplasms.  



Tg.rasH2 Mouse: 
 

• The Committee agreed that the study was acceptable, noting prior FDA 
concurrence with the protocol. 

 
• The Committee concurred that there were no drug-related neoplasms 

 
 
Metabolite TAK-536 MII: 
 
Rat: 
 

• The Committee agreed that the study was acceptable, noting prior FDA 
concurrence with the protocol. 

 
• The Committee concurred that there were no drug-related neoplasms. 

 
 
Tg.rasH2 Mouse: 
 

• The Committee agreed that the study was acceptable, noting prior FDA 
concurrence with the protocol. 

 
• The Committee concurred that there were no drug-related neoplasms. 

 
 
 
                                               
David Jacobson-Kram, Ph.D. 
Chair, Executive CAC 
 
 
cc:\ 
/Division File, DCRP 
/MSaulnier, DCRP 
/PGatti, DCRP 
/AChilders, DCRP 
/ASeifried, OND IO 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 200796 INFORMATION REQUEST 

 
Takeda Global Research & Development Center, Inc. 
Attention: Deborah O. Yarbrough, MS, MBA 
Manager, Regulatory Affairs 
One Takeda Parkway 
Deerfield, IL 60015 
 
Dear Ms. Yarbrough: 
 
Please refer to your April 22, 2010 new drug application submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for TAK-491 (azilsartan medoxomil) Tablets. 
 
We reviewed your Chemistry, Manufacturing, and Controls information and have the following 
comments and information requests.  We request a prompt written response in order to continue our 
evaluation of your NDA. 

 
Drug Substance 
 
 
1. Concerning Comparability protocol TAK-491-14510, the data requirements in your proposal appear 

to be adequate , however, we recommend submitting a 
Supplement - Changes Being Effected in 30 days, containing all the data necessary to support this 
change.  Revise your protocol accordingly. 

 
2. Clarify which of the two proposed methods (HPLC or UPLC) for the identification, related 

substances and assay is the primary regulatory method.  The other method may be considered the 
alternative method. 

 
3. The FDA recommends using an RSD of at least 5 injections of the standard preparation  

 in the system suitability evaluation for the HPLC method for related substances.  
Revise your method accordingly. 

 

(b) (4)

(b) (4)
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Drug Product 
 
4. P.2.1.2 Excipients 

 
Justify your selection of the particular grade of hydroxypropyl cellulose in terms of its molecular weight 
and particle size; since its  depend on these attributes?  
 
5. P.2.2. Pharmaceutical Development 
 
Design of Experiments; 
 

 

 
6. P.2.3 Manufacturing Process Development 
 

 

 
 
7. P.3.4 Controls of Critical Steps and Intermediates 
 

i. Clarify the absence of an in-process periodic control check for tablet hardness in your   
executed batch record (3.2.R.1). 

 
ii. Clarify the discrepancy between the ranges for the following key process operating 

parameters   presented in P.3.4 and the executed batch records for the 20 mg tablet 
(Document No. ZMr-624-905): 

 

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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8. P.5.1 Specification(s) 

 
i. Include the shape of the tablet in the ‘Appearance’ test  

.   
 

ii. State which analytical method will be used for routine batch release, HPLC or UPLC, for 
related substances, content uniformity and assay. Clearly denote the regulatory and alternate 
methods in the specification. 

 
iii. Since you have not provided any scientific evidence for demonstrating the growth inhibitory 

properties of the drug product as stated in ICH Q6A Decision Tree #8, include the microbial 
limit testing in the specification of the drug product. We are cognizant of your reasons 
provided in P.2.5 for excluding this test.  

 
9. P.8.1 Stability Summary and Conclusion 

 
Based on the provided 12 months stability data at 25°C/60% RH and 6 months at 40°C/75% 
RH and the statistical treatment of the data (  

 
) reduce the acceptance criterion of the  degradate and concomitantly that for 

Total Degradates 
 
10.   Review of Common Technical Document-Quality (Ctd-Q) Module 
 

1A. Labeling& Package Insert: 
 

i. The established name on the container label should be in parenthesis, with the word ‘tablets’ 
inserted after the parenthesis. 

ii. The font size and prominence of the word “tablet” should be increased in the bottle label. 
 

If you have any questions, call Don Henry, Regulatory Project Manager, at (301) 796-4227. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Ramesh Sood, Ph.D. 
Branch Chief  
Division of New Drug Quality Assessment I 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 

(b) (4)

(b) ( )

(b) (4)
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NDA 200796 

PROPRIETARY NAME REQUEST  
 UNACCEPTABLE 

 
Takeda Pharmaceuticals North America 
675 North Field Drive 
Lake Forest, IL 60045 
 
ATTENTION:  Binita Kwankin 
    Director, Regulatory Strategy                      
 
Dear Ms. Kwankin: 
 
Please refer to your New Drug Application (NDA) dated April 22, 2010, received  
April 27, 2010, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic  
Act for Azilsartan Medoxomil Tablets, 40 mg and 80 mg. 
 
We also refer to your May 11, 2010, correspondence, received May 12, 2010, requesting review 
of your proposed proprietary name, .  We have completed our review of this proposed 
proprietary name and have concluded that this name is unacceptable  

. 

 
Please note that the Federal Food Drug and Cosmetic Act provides that labeling or advertising 
can misbrand a product if misleading representations are made, whether through a proposed trade 
name or otherwise; this includes suggestions that a drug is better, more effective, useful in a 
broader range of conditions or patients, safer, has fewer, or lower incidence of, or less serious 
side effects or contraindications than has been demonstrated by substantial evidence or 
substantial clinical experience. [21 U.S.C. 321(n); see also 21 U.S.C. 352(a) & (n); 21 CFR 
202.1(e)(5)(i);(e)(6)(i)]. 

(b) (4)

(b) (4)

(b) (4)
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We note that you have not proposed an alternate proprietary name for review.  If you 
intend to have a proprietary name for this product, we recommend that you submit a  
new request for a proposed proprietary name review.  (See the Guidance for Industry,  
Contents of a Complete Submission for the Evaluation of Proprietary Names, 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM075068.pdf 
and “PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2008  
through 2012”.) 
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Nina Ton, Safety Regulatory Project Manager in the 
Office of Surveillance and Epidemiology, at 301-796-1648.  For any other information regarding 
this application, contact the Office of New Drugs (OND) Regulatory Project Manager, Alexis 
Childers at 301-796-0442.   
 

  Sincerely, 
 
{See appended electronic signature page}   
      
Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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NDA 200-796 FILING COMMUNICATION 
 
 
Takeda Pharmaceuticals North America 
Attention: Binita Kwankin 
Director, Regulatory Strategy 
675 N. Field Drive 
Lake Forest, IL 60045  
 
Dear Ms. Kwankin: 
 
Please refer to your new drug application (NDA) dated 22 April 2010, received 27 April 2010, submitted 
under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act, for (azilsartan medoxomil)  
40 and 80 mg tablets. 
 
We also refer to your submission dated May 11, 2010 containing a proprietary name request. 
 
We have completed our filing review and have determined that your application is sufficiently complete 
to permit a substantive review.  Therefore, this application is considered filed 60 days after the date we 
received your application in accordance with 21 CFR 314.101(a).  The review classification for this 
application is Standard.  Therefore, the user fee goal date is February 27, 2011. 
 
We are reviewing your application according to the processes described in the Guidance for Review Staff 
and Industry: Good Review Management Principles and Practices for PDUFA Products.  Therefore, we 
have established internal review timelines as described in the guidance, which includes the timeframes for 
FDA internal milestone meetings (e.g., filing, planning, mid-cycle, team and wrap-up meetings).  Please 
be aware that the timelines described in the guidance are flexible and subject to change based on 
workload and other potential review issues (e.g., submission of amendments).  We will inform you of any 
necessary information requests or status updates following the milestone meetings or at other times, as 
needed, during the process.  If major deficiencies are not identified during the review, we plan to 
communicate proposed labeling and, if necessary, any postmarketing requirement/commitment requests 
by January 16, 2011.  
 
At this time, we are notifying you that we have not identified any potential review issues.  Please note that 
our filing review is only a preliminary evaluation of the application and is not indicative of deficiencies 
that may be identified during our review. 
 
We have also completed a preliminary review of your proposed label and have a few comments. These 
comments are based on Title 21 of the Code of Federal Regulations (201.56 and 201.57), the preamble to 
the Final Rule, Guidance(s), and FDA recommendations to provide for labeling quality and consistency 
across review divisions.  Please submit the following formatting changes to the label: 
 

1. Per 21 CFR 201.57(a)(4), the boxed warning in the highlight section should be bolded and 
bulleted. 

2. Add a warning to the Full Prescribing Information Contents section, prior to section 1. The text 
should read, “WARNING: AVOID USE IN PREGNANCY”. 

(b) (4)
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3. When stating a trade name, please only capitalize the first letter. This applies to the trade name 
everywhere in the label, with the exception of the title in the highlights section. 

4. In Section 2, Dosage and Administration please include the route of administration. 
 
REQUIRED PEDIATRIC ASSESSMENTS 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new active 
ingredients, new indications, new dosage forms, new dosing regimens, or new routes of administration are 
required to contain an assessment of the safety and effectiveness of the product for the claimed indication 
in pediatric patients unless this requirement is waived, deferred, or inapplicable. 
 
We acknowledge receipt of your request for a partial waiver of pediatric studies for this application.    
We also acknowledge receipt of your request for a partial deferral of pediatric studies for this application.   
Once we have reviewed your request, we will notify you if the partial deferral and waiver requests are 
denied. 
 
 
If you have any questions, please call Alexis Childers, Regulatory Project Manager, at (301) 796-0442. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Norman Stockbridge, M.D., Ph.D. 
Director 
Division of Cardiovascular and Renal Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Office/Division):  Raanan Bloom, OPS/PARS, (301)796- 
2185 
 

 
FROM (Name, Office/Division, and Phone Number of Requestor):   
Don Henry Project Manager, ONDQA, 301-796-4227 on 
behalf of Kasturi Srinivasachar/Prafull Shiromani 

 
DATE 

July 6, 2010 

 
IND NO. 

                   
   

 
NDA NO.  
200796 

 
TYPE OF DOCUMENT 
original submission 

 
DATE OF DOCUMENT 
April 28, 2010 

 
NAME OF DRUG 

Azilsartan medoxomil 
tablets 

 
PRIORITY CONSIDERATION 

standard 

 
CLASSIFICATION OF DRUG 

cardio-renal 

 
DESIRED COMPLETION DATE 

November 27, 2010 

NAME OF FIRM:  Takeda Pharmaceuticals 
 

REASON FOR REQUEST 
 

I. GENERAL 
 

  NEW PROTOCOL 
  PROGRESS REPORT 
  NEW CORRESPONDENCE 
  DRUG ADVERTISING 
  ADVERSE REACTION REPORT 
  MANUFACTURING CHANGE / ADDITION 
  MEETING PLANNED BY 

 
  PRE-NDA MEETING 
  END-OF-PHASE 2a MEETING 
  END-OF-PHASE 2 MEETING 
  RESUBMISSION 
  SAFETY / EFFICACY 
  PAPER NDA 
  CONTROL SUPPLEMENT 

 
  RESPONSE TO DEFICIENCY LETTER 
  FINAL PRINTED LABELING 
  LABELING REVISION 
  ORIGINAL NEW CORRESPONDENCE 
  FORMULATIVE REVIEW 
  OTHER (SPECIFY BELOW):  

 
II. BIOMETRICS 

 
  PRIORITY P NDA REVIEW 
  END-OF-PHASE 2 MEETING 
  CONTROLLED STUDIES 
  PROTOCOL REVIEW 
  OTHER (SPECIFY BELOW): 

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE 4 STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL - BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG SAFETY 

 
  PHASE 4 SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 
  DRUG USE, e.g., POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 
  CASE REPORTS OF SPECIFIC REACTIONS (List below) 
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP 

 
  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY 
  SUMMARY OF ADVERSE EXPERIENCE 
  POISON RISK ANALYSIS 

 
V. SCIENTIFIC INVESTIGATIONS 

 
  CLINICAL 

 
   NONCLINICAL 

 
COMMENTS / SPECIAL INSTRUCTIONS:  The applicant claims categorical exclusion from preparation of an environmental 
assessment. A review of the rationale (calculation) in their comprehensive report is requested. This is an electronic 
submission 
 
 
 
 
SIGNATURE OF REQUESTOR 

{See appended electronic signature page} 

 
METHOD OF DELIVERY (Check one) 

  DFS                  EMAIL                  MAIL                  HAND 

 
PRINTED NAME AND SIGNATURE OF RECEIVER 
 

 
PRINTED NAME AND SIGNATURE OF DELIVERER 
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RPM FILING REVIEW 
(Including Memo of Filing Meeting) 

To be completed for all new NDAs, BLAs, and Efficacy Supplements (except SE8 and SE9) 
 

Application Information 
NDA # 200-796 
BLA#  N/A 

NDA Supplement #:S- N/A 
BLA STN # N/A 

Efficacy Supplement Type SE- N/A 

Proprietary Name:  Azilsartan Medoxomil (TAK-491) 
Established/Proper Name:   
Dosage Form:  Tablet 
Strengths:  40mg, 80mg 
Applicant:  Takeda Pharmaceuticals North America 
Agent for Applicant (if applicable):  N/A 
Date of Application:  April 22, 2010 
Date of Receipt:  April 27, 2010 
Date clock started after UN:  N/A 
PDUFA Goal Date: February 27, 2011 Action Goal Date (if different): 

N/A 
Filing Date:  June 26, 2010 Date of Filing Meeting:  June 8, 2010 
Chemical Classification: (1,2,3 etc.) (original NDAs only)  1 
Proposed indication(s)/Proposed change(s): Azilsartan medoxomil is an angiotensin II receptor blocker 
(ARB) indicated for the treatment of hypertension. It may be used alone or in combination with other 
antihypertensive agents.  

 505(b)(1)      
 505(b)(2) 

Type of Original NDA:          
AND (if applicable) 

Type of NDA Supplement: 
 
If 505(b)(2): Draft the “505(b)(2) Assessment” form found at: 
http://inside.fda.gov:9003/CDER/OfficeofNewDrugs/ImmediateOffice/ucm027499.html  
and refer to Appendix A for further information.   

 505(b)(1)         
 505(b)(2) 

Review Classification:          
 
If the application includes a complete response to pediatric WR, review 
classification is Priority.  
 
If a tropical disease priority review voucher was submitted, review 
classification is Priority.  
 

  Standard      
  Priority 

 
 

  Tropical Disease Priority 
Review Voucher submitted 

Resubmission after withdrawal?     Resubmission after refuse to file?   
Part 3 Combination Product?  
If yes, contact the Office of Combination 
Products (OCP) and copy them on all Inter-
Center consults  

 Drug/Biologic  
 Drug/Device  
 Biologic/Device  

  Fast Track 
  Rolling Review 
  Orphan Designation  

 
  Rx-to-OTC switch, Full 
  Rx-to-OTC switch, Partial 
  Direct-to-OTC  

 

 PMC response 
 PMR response: 

 FDAAA [505(o)]  
 PREA deferred pediatric studies [21 CFR 

314.55(b)/21 CFR 601.27(b)] 
  Accelerated approval confirmatory studies (21 CFR 

314.510/21 CFR 601.41)  
 Animal rule postmarketing studies to verify clinical 

(b) (4)
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Other:  benefit and safety (21 CFR 314.610/21 CFR 601.42) 
Collaborative Review Division (if OTC product): N/A 

List referenced IND Number(s):  IND 71,867  
Goal Dates/Names/Classification Properties YES NO NA Comment 
PDUFA and Action Goal dates correct in tracking system?  
 
If not, ask the document room staff to correct them immediately. 
These are the dates used for calculating inspection dates. 

X    

Are the proprietary, established/proper, and applicant names 
correct in tracking system?  
 
If not, ask the document room staff to make the corrections. Also, 
ask the document room staff to add the established/proper name 
to the supporting IND(s) if not already entered into tracking 
system. 

 
 
X 

   

Are all classification properties [e.g., orphan drug, 505(b)(2)] 
entered into tracking system? 
 
If not, ask the document room staff to make the appropriate 
entries. 

X    

Application Integrity Policy YES NO NA Comment 
Is the application affected by the Application Integrity Policy 
(AIP)?  Check the AIP list at: 
http://www.fda.gov/ICECI/EnforcementActions/ApplicationIntegr
ityPolicy/default.htm    

 X   

If yes, explain in comment column. 
   

  X  

If affected by AIP, has OC/DMPQ been notified of the 
submission? If yes, date notified:      

  X  

User Fees YES NO NA Comment 
Is Form 3397 (User Fee Cover Sheet) included with 
authorized signature?  
 

X    

User Fee Status 
 
If a user fee is required and it has not been paid (and it 
is not exempted or waived), the application is 
unacceptable for filing following a 5-day grace period. 
Review stops. Send UN letter and contact user fee staff. 
 

Payment for this application: 
 

 Paid 
 Exempt (orphan, government) 
 Waived (e.g., small business, public health) 
 Not required 

 
 
If the firm is in arrears for other fees (regardless of 
whether a user fee has been paid for this application), 
the application is unacceptable for filing (5-day grace 
period does not apply). Review stops. Send UN letter 
and contact the user fee staff. 

Payment of other user fees: 
 

 Not in arrears 
 In arrears 

Note:  505(b)(2) applications are no longer exempt from user fees pursuant to the passage of FDAAA. All 505(b) 
applications, whether 505(b)(1) or 505(b)(2), require user fees unless otherwise waived or exempted (e.g., small 
business waiver, orphan exemption). 

(b) (4)
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505(b)(2)                      
(NDAs/NDA Efficacy Supplements only) 

YES NO NA Comment 

Is the application for a duplicate of a listed drug and eligible 
for approval under section 505(j) as an ANDA?  

  X  

Is the application for a duplicate of a listed drug whose only 
difference is that the extent to which the active ingredient(s) 
is absorbed or otherwise made available to the site of action 
less than that of the reference listed drug (RLD)? (see 21 
CFR 314.54(b)(1)). 

  X  

Is the application for a duplicate of a listed drug whose only 
difference is that the rate at which the proposed product’s 
active ingredient(s) is absorbed or made available to the site 
of action is unintentionally less than that of the listed drug 
(see 21 CFR 314.54(b)(2))? 
 
Note:  If you answered yes to any of the above questions, the 
application may be refused for filing under 21 CFR 314.101(d)(9). 

  X  

Is there unexpired exclusivity on the active moiety (e.g., 5-
year, 3-year, orphan or pediatric exclusivity)? Check the 
Electronic Orange Book at: 
http://www.fda.gov/cder/ob/default.htm 
 
If yes, please list below: 

  X  

Application No. Drug Name Exclusivity Code Exclusivity Expiration 
                        
                        
                        

If there is unexpired, 5-year exclusivity remaining on the active moiety for the proposed drug product, a 505(b)(2) 
application cannot be submitted until the period of exclusivity expires (unless the applicant provides paragraph IV 
patent certification; then an application can be submitted four years after the date of approval.)  Pediatric 
exclusivity will extend both of the timeframes in this provision by 6 months. 21 CFR 108(b)(2).Unexpired, 3-year 
exclusivity will only block the approval, not the submission of a 505(b)(2) application. 
Exclusivity YES NO NA Comment 
Does another product have orphan exclusivity for the same 
indication? Check the Electronic Orange Book at: 
http://www.fda.gov/cder/ob/default.htm  

 X   

If another product has orphan exclusivity, is the product 
considered to be the same product according to the orphan 
drug definition of sameness [21 CFR 316.3(b)(13)]? 
 
If yes, consult the Director, Division of Regulatory Policy II, 
Office of Regulatory Policy (HFD-007) 

  X  

Has the applicant requested 5-year or 3-year Waxman-Hatch 
exclusivity? (NDAs/NDA efficacy supplements only) 
 
If yes, # years requested:  5 
 
Note:  An applicant can receive exclusivity without requesting it; 
therefore, requesting exclusivity is not required.  

X    
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Is the proposed product a single enantiomer of a racemic drug 
previously approved for a different therapeutic use (NDAs 
only)? 

 X   

If yes, did the applicant: (a) elect to have the single 
enantiomer (contained as an active ingredient) not be 
considered the same active ingredient as that contained in an 
already approved racemic drug, and/or (b): request 
exclusivity pursuant to section 505(u) of the Act (per 
FDAAA Section 1113)? 
 
If yes, contact Mary Ann Holovac, Director of Drug Information, 
OGD/DLPS/LRB. 

  X  

 
 

Format and Content 
 
 
Do not check mixed submission if the only electronic component 
is the content of labeling (COL). 
 

 All paper (except for COL) 
 All electronic 
 Mixed (paper/electronic) 

 
 CTD   
 Non-CTD 
 Mixed (CTD/non-CTD) 

If mixed (paper/electronic) submission, which parts of the 
application are submitted in electronic format?  

 

Overall Format/Content YES NO NA Comment 
If electronic submission, does it follow the eCTD 
guidance1? 
If not, explain (e.g., waiver granted). 

X    

Index: Does the submission contain an accurate 
comprehensive index? 

X    

Is the submission complete as required under 21 CFR 314.50 
(NDAs/NDA efficacy supplements) or under 21 CFR 601.2 
(BLAs/BLA efficacy supplements) including: 
 

 legible 
 English (or translated into English) 
 pagination 
 navigable hyperlinks (electronic submissions only) 

 
If no, explain. 

X    

Controlled substance/Product with abuse potential:  
Is an Abuse Liability Assessment, including a proposal for 
scheduling, submitted? 
 
If yes, date consult sent to the Controlled Substance Staff:     

 X   

BLAs only: Companion application received if a shared or 
divided manufacturing arrangement? 
 
If yes, BLA #        

  X  
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Forms and Certifications 
Electronic forms and certifications with electronic signatures (scanned, digital, or electronic – similar to DARRTS, 
e.g., /s/) are acceptable. Otherwise, paper forms and certifications with hand-written signatures must be included.  
Forms include: user fee cover sheet (3397), application form (356h), patent information (3542a), financial 
disclosure (3454/3455), and clinical trials (3674); Certifications include: debarment certification, patent 
certification(s), field copy certification, and pediatric certification.    
Application Form   YES NO NA Comment 
Is form FDA 356h included with authorized signature?  
 
If foreign applicant, both the applicant and the U.S. agent must 
sign the form. 

X    

Are all establishments and their registration numbers listed 
on the form/attached to the form? 

X    

Patent Information  
(NDAs/NDA efficacy supplements only) 

YES NO NA Comment 

Is patent information submitted on form FDA 3542a? 
 

X    

Financial Disclosure YES NO NA Comment 
Are financial disclosure forms FDA 3454 and/or 3455 
included with authorized signature? 
 
Forms must be signed by the APPLICANT, not an Agent. 
 
Note: Financial disclosure is required for bioequivalence studies 
that are the basis for approval. 

X    

Clinical Trials Database  YES NO NA Comment 
Is form FDA 3674 included with authorized signature? 
 

X    

Debarment Certification YES NO NA Comment 
Is a correctly worded Debarment Certification included with 
authorized signature? (Certification is not required for 
supplements if submitted in the original application)  
 
If foreign applicant, both the applicant and the U.S. Agent must 
sign the certification. 
 
Note: Debarment Certification should use wording in FD&C Act 
section 306(k)(l) i.e.,“[Name of applicant] hereby certifies that it 
did not and will not use in any capacity the services of any person 
debarred under section 306 of the Federal Food, Drug, and 
Cosmetic Act in connection with this application.” Applicant may 
not use wording such as, “To the best of my knowledge…” 

X    
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Field Copy Certification  
(NDAs/NDA efficacy supplements only) 

YES NO NA Comment 

For paper submissions only: Is a Field Copy Certification 
(that it is a true copy of the CMC technical section) included? 
 
Field Copy Certification is not needed if there is no CMC 
technical section or if this is an electronic submission (the Field 
Office has access to the EDR) 
 
If maroon field copy jackets from foreign applicants are received, 
return them to CDR for delivery to the appropriate field office.   

X    

 
 

Pediatrics YES NO NA Comment 
PREA 
 
Does the application trigger PREA? 
 
If yes, notify PeRC RPM (PeRC meeting is required) 
 
Note: NDAs/BLAs/efficacy supplements for new active ingredients, 
new indications, new dosage forms, new dosing regimens, or new 
routes of administration trigger PREA. All waiver & deferral 
requests, pediatric plans, and pediatric assessment studies must be 
reviewed by PeRC prior to approval of the application/supplement. 

X   Consult to PHMS to 
determine how 
pediatrics should be 
addressed. Meet with 
PeRc 6 weeks before 
action date.  

If the application triggers PREA, are the required pediatric 
assessment studies or a full waiver of pediatric studies 
included? 

X   Waive premature & 
newborns up to 28 
days and infants 
>28days to < 12 
months 
Defer 12 months to 
<17 years 

If studies or full waiver not included, is a request for full 
waiver of pediatric studies OR a request for partial waiver 
and/or deferral with a pediatric plan included?  
 
If no, request in 74-day letter 

  X  

If a request for full waiver/partial waiver/deferral is 
included, does the application contain the certification(s) 
required under 21 CFR 314.55(b)(1), (c)(2), (c)(3)/21 CFR 
601.27(b)(1), (c)(2), (c)(3) 
 
If no, request in 74-day letter 

X    

BPCA (NDAs/NDA efficacy supplements only):  
 
Is this submission a complete response to a pediatric Written 
Request? 
 
If yes, notify Pediatric Exclusivity Board RPM (pediatric 
exclusivity determination is required) 

 X   
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Proprietary Name YES NO NA Comment 
Is a proposed proprietary name submitted? 
 
If yes, ensure that it is submitted as a separate document and 
routed directly to OSE/DMEPA for review. 

X    

Prescription Labeling       Not applicable 
Check all types of labeling submitted.  
 
 

  Package Insert (PI) 
  Patient Package Insert (PPI) 
  Instructions for Use (IFU) 
  Medication Guide (MedGuide) 
  Carton labels 
  Immediate container labels 
  Diluent  
  Other (specify) 

  YES NO NA Comment 
Is Electronic Content of Labeling (COL) submitted in SPL 
format? 
 
If no, request in 74-day letter.  

X    

Is the PI submitted in PLR format?  
 

X    

If PI not submitted in PLR format, was a waiver or 
deferral requested before the application was received or in 
the submission? If requested before application was 
submitted, what is the status of the request?   
 
If no waiver or deferral, request PLR format in 74-day letter. 

  X  

All labeling (PI, PPI, MedGuide, IFU, carton and immediate 
container labels) consulted to DDMAC? 

X    

MedGuide, PPI, IFU (plus PI) consulted to OSE/DRISK? 
(send WORD version if available) 
 

X    

REMS consulted to OSE/DRISK? 
 

  X  

Carton and immediate container labels, PI, PPI sent to 
OSE/DMEPA? 
 

X    

OTC Labeling                     Not Applicable 
Check all types of labeling submitted.   Outer carton label 

 Immediate container label 
 Blister card 
 Blister backing label 
 Consumer Information Leaflet (CIL) 
 Physician sample  
 Consumer sample   
 Other (specify)  

  YES NO NA Comment 
Is electronic content of labeling (COL) submitted? 
 
If no, request in 74-day letter. 
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Are annotated specifications submitted for all stock keeping 
units (SKUs)? 
 
If no, request in 74-day letter. 

    

If representative labeling is submitted, are all represented 
SKUs defined? 
 
If no, request in 74-day letter. 

    

All labeling/packaging, and current approved Rx PI (if 
switch) sent to OSE/DMEPA? 

    

Consults YES NO NA Comment 
Are additional consults needed? (e.g., IFU to CDRH; QT 
study report to QT Interdisciplinary Review Team)  
 
If yes, specify consult(s) and date(s) sent: Carcinogenicity 
stats consult 5/24/10 
 

X   QT consulted under 
IND ( review dated 
11/13/09) 
 

 
 

Meeting Minutes/SPAs YES NO NA Comment 
End-of Phase 2 meeting(s)?  
Date(s):  April 26, 2007 
 
If yes, distribute minutes before filing meeting 

X   Minutes dated June 4, 
2007 

Pre-NDA/Pre-BLA/Pre-Supplement meeting(s)?  
Date(s):  October 27, 2009 
 
If yes, distribute minutes before filing meeting 

X   Minutes dated 
December 10, 2009 

Any Special Protocol Assessments (SPAs)? 
Date(s):        
 
If yes, distribute letter and/or relevant minutes before filing 
meeting 

  X  

1http://www fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm072349
.pdf  
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ATTACHMENT  
 

MEMO OF FILING MEETING 
 
 
DATE:  8 June 2010 
 
BLA/NDA/Supp #:  NDA 200-796 
  
PROPRIETARY NAME:   
 
ESTABLISHED/PROPER NAME: Azilsartan Medoxomil (TAK-491) 
 
DOSAGE FORM/STRENGTH: 40 & 80 mg 
 
APPLICANT:  Takeda 
 
PROPOSED INDICATION(S)/PROPOSED CHANGE(S): Hypertension 
 
BACKGROUND:  
 
Azilsartain medoxomil (TAK-491) is a prodrug that converts into TAK 536 once metabolized and 
acts as an angiotensin II receptor blocker. With this NDA, the sponsor would like to obtain the 
regular antihypertensive indication . They have performed studies to 

 to Valsartan and olmsartan and performed co-administration studies with 
chlorthalidone (CLD) and amlodapine.  
 
There were four milestone meetings between the sponsor and the FDA: EOP1 April 2006, EOP2 
April 2007, Type C May 2009, and the pre-NDA December 2009. It was determined at the pre-
NDA meeting in December 2009 that this NDA submission for TAK-491 would include all of the 
data for TAK -491, some data from TAK-536, and some supportive data for the co-administration 
with chlorthalidone. (The INDs associated with this NDA are IND 71,867 .) 
 
The Phase 3 program main objectives were to compare the efficacy, safety and tolerability of 
TAK-491 with placebo and two other angiotensin II receptor blockers (ARB), olmesartan 
medoxomil and valsartan. Another objective was to characterize the antihypertensive effects of 
TAK-491 during long term administration, in subpopulations and when co administered with 
other antihypertensive agents.  There were 5 randomized, controlled, monotherapy studies of 6 
weeks or 6 months duration, 2 randomized, controlled, 6 week studies where TAK-491 was co 
administered with  CLD 25 mg and with amlodipine 5 mg, and 2 open label studies up to 56 
weeks in length. The proposed starting dose is 40 mg but may be increased to 80 mg alone or in 
combination with other antihypertensive agents.  

 
 
 
 
 
 
 
 

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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REVIEW TEAM:  
 

Discipline/Organization Names Present at 
filing 
meeting? 
(Y or N) 

RPM: Alexis Childers X Regulatory Project Management 
 CPMS/TL: Ed Fromm X 

Cross-Discipline Team Leader (CDTL) 
 

Stephen Grant N 

Reviewer: 
 

Maryann Gordon Y Clinical 
 

TL: 
 

N/A       

Reviewer: 
 

N/A       Social Scientist Review (for OTC 
products) 
 TL: 

 
N/A       

Reviewer:
 

N/A       OTC Labeling Review (for OTC 
products) 
 TL: 

 
N/A       

Reviewer: 
 

N/A       Clinical Microbiology (for antimicrobial 
products) 
  TL: 

 
N/A       

Reviewer: 
 

Divya Menon-Anderson Y Clinical Pharmacology 
 

TL: 
 

Raj Madabushi N 

Reviewer: 
 

John Lawrence N Biostatistics  
 

TL: 
 

Hsien Ming Hung N 

Reviewer: 
 

Philip Gatti Y Nonclinical 
(Pharmacology/Toxicology) 

TL: 
 

Patricia Harlow Y 

Reviewer: 
 

Mathew Jackson N Statistics (carcinogenicity) 
 

TL: 
 

Karl Lin N 

Reviewer: 
 

N/A       Immunogenicity (assay/assay 
validation) (for BLAs/BLA efficacy 
supplements) TL: 

 
N/A       

Product Quality (CMC) Reviewer: Prafull Shiromani ( drug Y 
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 product); 
Charles Jewell (drug 
substance); 
Albert Chen (Biopharm) 

 
Y 
 
N 

 

TL: 
 

Kasturi Srinivasachar; 
Angelica Dorantes 
(Biopharm) 

Y 
N 

Reviewer: 
 

N/A       Quality Microbiology (for sterile 
products) 

TL: 
 

N/A       

Reviewer: 
 

N/A       CMC Labeling Review (for BLAs/BLA 
supplements) 

TL: 
 

N/A       

Reviewer: 
 

N/A       Facility Review/Inspection  

TL: 
 

N/A       

Reviewer: 
 

Jibril Abdus-Samad N OSE/DMEPA (proprietary name) 

TL: 
 

N/A       

Reviewer: 
 

Barbara Fuller Y OSE/DRISK (REMS) 

TL: 
 

Claudia Karwoski N 

Reviewer: 
 

Sharon Gershon Y Bioresearch Monitoring (DSI) 
 

TL: 
 

Tejashri Purohit-Sheth N 

Other reviewers 
 

 N/A           

Other attendees 
 

  Robert Temple, Mary Dempsey, Aliza 
Thompson, Abraham Karkowsky, 
Ginneh Stowe, Alison Blaus, Mary Ross 
Southworth, Norman Stockbridge, Nina 
Ton  
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FILING MEETING DISCUSSION: 
   
GENERAL 
 
• 505(b)(2) filing issues? 
 

 
If yes, list issues:       

 
 

  Not Applicable 
  YES 
  NO 

• Per reviewers, are all parts in English or English 
translation? 

 
If no, explain:  

 

  YES 
  NO 

 

• Electronic Submission comments   
 

List comments:       
  

  Not Applicable 
 

CLINICAL 
 
 
 
Comments: There are a lot of studies, targeting the main 
studies to review. Maryann will do the review in 
conjunction with John Lawrence.  
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

• Clinical study site(s) inspections(s) needed? 
   

If no, explain: Since large number of studies with a 
large number of subjects that are very consistent in 
their outcome.  

 

  YES 
  NO 

 

• Advisory Committee Meeting needed?  
 
Comments: This NME is not first in its class. Norman 
Stockbridge to send a note to John Jenkins with his 
rationale. 

 
 
If no, for an original NME or BLA application, include the 
reason.  For example: 

o this drug/biologic is not the first in its class 
o the clinical study design was acceptable 
o the application did not raise significant safety 

or efficacy issues 
o the application did not raise significant public 

health questions on the role of the 

  YES 
Date if known:   

  NO 
  To be determined 

 
Reason:       
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drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease 

 
• If the application is affected by the AIP, has the 

division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance?  

 
Comments:  

 

  Not Applicable 
  YES 
  NO 

CLINICAL MICROBIOLOGY 
 
 
 
Comments:  

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
CLINICAL PHARMACOLOGY 
 
 
 
Comments: 67 studies. There will be a scoping meeting 
scheduled to determine which to review 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

• Clinical pharmacology study site(s) inspections(s) 
needed? 

 

  YES 
  NO 

BIOSTATISTICS 
 
 
 
Comments: per email after meeting  John Lawrence 
noted the application was fileable. 
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY) 
 
 
 
Comments: 7 carcinogenicity studies. 2 have been 
reviewed. Stats consult has been requested. E-CAC 
scheduled for 9/14/10 
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only) 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 
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PRODUCT QUALITY (CMC) 
 
 
 
Comments:  
BioPharm needs to review as well but were not present 
at the meeting. 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 

Environmental Assessment 
 
• Categorical exclusion for environmental assessment 

(EA) requested?  
 
If no, was a complete EA submitted? 

 
 
If EA submitted, consulted to EA officer (OPS)? 
 

Comments: Requested a consult report to EA officer. 
 

  Not Applicable 
 

 YES 
  NO 

 
 YES 
  NO 

 
 YES 
  NO 

 

Quality Microbiology (for sterile products) 
 
• Was the Microbiology Team consulted for validation 

of sterilization? (NDAs/NDA supplements only) 
 
Comments:       

 

  Not Applicable 
 

 YES 
  NO 

 
 

Facility Inspection 
 
• Establishment(s) ready for inspection? 
 
 
 Establishment Evaluation Request (EER/TBP-EER) 

submitted to DMPQ? 
 

 
Comments: both abroad and domestic sites. Request 
made but not scheduled yet  
 

  Not Applicable 
 

  YES 
  NO 

 
  YES 
  NO 

Facility/Microbiology Review (BLAs only) 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 
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CMC Labeling Review (BLAs/BLA supplements 
only) 
 
 
Comments: N/A 

 
 
 
 

  Review issues for 74-day letter 
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REGULATORY PROJECT MANAGEMENT 

 
Signatory Authority:  Robert Temple 
 
21st Century Review Milestones (see attached) (optional):  
 
Comments:       
 

REGULATORY CONCLUSIONS/DEFICIENCIES 
 

 The application is unsuitable for filing.  Explain why: 
 

 The application, on its face, appears to be suitable for filing. 
 
Review Issues: 
 

  No review issues have been identified for the 74-day letter. 
 

  Review issues have been identified for the 74-day letter.  List (optional): 
 
Review Classification: 
 

  Standard  Review 
    

  Priority Review  
 

ACTIONS ITEMS 
 

 Ensure that the review and chemical classification properties, as well as any other 
pertinent properties (e.g., orphan, OTC) are correctly entered into tracking system.  
 

 If RTF, notify everybody who already received a consult request, OSE PM, and Product 
Quality PM (to cancel EER/TBP-EER). 
 

 If filed, and the application is under AIP, prepare a letter either granting (for signature by 
Center Director) or denying (for signature by ODE Director) an exception for review. 
 

 BLA/BLA supplements: If filed, send 60-day filing letter 
 

 If priority review: 
• notify sponsor in writing by day 60 (For BLAs/BLA supplements: include in 60-day 

filing letter; For NDAs/NDA supplements: see CST for choices) 
 
• notify DMPQ (so facility inspections can be scheduled earlier) 

  Send review issues/no review issues by day 74 
 

 Other 
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Appendix A (NDA and NDA Supplements only) 
 

NOTE: The term "original application" or "original NDA" as used in this appendix 
denotes the NDA submitted. It does not refer to the reference drug product or "reference 
listed drug." 
 
An original application is likely to be a 505(b)(2) application if: 
 

(1) it relies on published literature to meet any of the approval requirements, and the 
applicant does not have  a written right of reference to the underlying data.   If 
published literature is cited in the NDA but is not necessary for approval, the 
inclusion of such literature will not, in itself, make the application a 505(b)(2) 
application, 

(2) it relies for approval on the Agency's previous findings of safety and efficacy for 
a listed drug product and the applicant does not own or have right to reference the 
data supporting that approval, or  

(3) it relies on what is "generally known" or "scientifically accepted" about a class of 
products to support the safety or effectiveness of the particular drug for which the 
applicant is seeking approval.  (Note, however, that this does not mean any 
reference to general information or knowledge (e.g., about disease etiology, 
support for particular endpoints, methods of analysis) causes the application to be 
a 505(b)(2) application.) 

 
Types of products for which 505(b)(2) applications are likely to be submitted include: 
fixed-dose combination drug products (e.g., heart drug and diuretic (hydrochlorothiazide) 
combinations); OTC monograph deviations (see 21 CFR 330.11); new dosage forms; new 
indications; and, new salts.  
 
An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the 
original NDA was a (b)(1) or a (b)(2).   

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the 
information needed to support the approval of the change proposed in the supplement.  
For example, if the supplemental application is for a new indication, the supplement is a 
505(b)(1) if: 

(1) The applicant has conducted its own studies to support the new indication (or 
otherwise owns or has right of reference to the data/studies), 

(2) No additional information beyond what is included in the supplement or was 
embodied in the finding of safety and effectiveness for the original application or 
previously approved supplements is needed to support the change.  For example, 
this would likely be the case with respect to safety considerations if the dose(s) 
was/were the same as (or lower than) the original application, and. 

(3) All other “criteria” are met (e.g., the applicant owns or has right of reference to 
the data relied upon for approval of the supplement, the application does not rely 
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for approval on published literature based on data to which the applicant does not 
have a right of reference). 

 

An efficacy supplement is a 505(b)(2) supplement if: 

(1) Approval of the change proposed in the supplemental application would require 
data beyond that needed to support our previous finding of safety and efficacy in 
the approval of the original application (or earlier supplement), and the applicant 
has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own. For example, if the change were for a 
new indication AND a higher dose, we would likely require clinical efficacy data 
and preclinical safety data to approve the higher dose. If the applicant provided 
the effectiveness data, but had to rely on a different listed drug, or a new aspect of 
a previously cited listed drug, to support the safety of the new dose, the 
supplement would be a 505(b)(2),  

(2) The applicant relies for approval of the supplement on published literature that is 
based on data that the applicant does not own or have a right to reference.  If 
published literature is cited in the supplement but is not necessary for approval, 
the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement, or 

(3) The applicant is relying upon any data they do not own or to which they do not 
have right of reference.  

 
If you have questions about whether an application is a 505(b)(1) or 505(b)(2) 
application, consult with your OND ADRA or OND IO. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR DDMAC LABELING REVIEW CONSULTATION 

**Please send immediately following the Filing/Planning meeting** 
 
TO:  
 
CDER-DDMAC-RPM  

 

 
FROM: (Name/Title, Office/Division/Phone number of requestor)  
Alexis Childers,  RHPM, ODE I/ DCRP, 301-796-0442      

 
REQUEST DATE 
May 24, 2010 

 
IND NO. 
71,867 

 
NDA/BLA NO. 
200,796 

 
TYPE OF DOCUMENTS 
(PLEASE CHECK OFF BELOW) 
 
 

 
NAME OF DRUG 
 
Azilsartan Medoxomil 

 
PRIORITY CONSIDERATION 
Standard 

 
CLASSIFICATION OF DRUG 
NME 

 
DESIRED COMPLETION DATE  
(Generally 1 week before the wrap-up meeting) 
 
December 22, 2010 

NAME OF FIRM: 

Takeda 
 

PDUFA Date: February 27, 2011 

TYPE OF LABEL TO REVIEW 
 

 
TYPE OF LABELING: 
(Check all that apply) 
X PACKAGE INSERT (PI)  
X PATIENT PACKAGE INSERT (PPI) 

 CARTON/CONTAINER LABELING 
 MEDICATION GUIDE 
 INSTRUCTIONS FOR USE(IFU) 

 

 
TYPE OF APPLICATION/SUBMISSION 
X  ORIGINAL NDA/BLA 

  IND 
  EFFICACY SUPPLEMENT 
  SAFETY SUPPLEMENT 
  LABELING SUPPLEMENT 
  PLR CONVERSION 

 

 
REASON FOR LABELING CONSULT 
X  INITIAL PROPOSED LABELING 

  LABELING REVISION 
 
 

EDR link to submission:   
 
EDR : \\CDSESUB1\EVSPROD\NDA200796\200796.ENX 

 
Please Note:  There is no need to send labeling at this time.  DDMAC reviews substantially complete labeling, which has already 
been marked up by the CDER Review Team.  The DDMAC reviewer will contact you at a later date to obtain the substantially 
complete labeling for review. 
 
COMMENTS/SPECIAL INSTRUCTIONS: 
 
Mid-Cycle Meeting: September 27, 2010 
 
Labeling Meetings: TBD 
 
Wrap-Up Meeting: TBD  for first week of January, 2011 
 

 
SIGNATURE OF REQUESTER 
Alexis Childers 
 
 
SIGNATURE OF RECEIVER 
 

 
METHOD OF DELIVERY (Check one) 

X  eMAIL     HAND 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Office/Division):  Karl Lin, Team Leader, Division of 
Biometrics 6 (Applications in Pharmacology / 
Toxicology) 
 

 
FROM (Name, Office/Division, and Phone Number of Requestor):  Alexis 
Childers, ODE 1/DCaRP, (301)796-0442 

 
DATE 

20 May 2010 

 
IND NO. 

71867,  
                

 
NDA NO.  
200-796 

 
TYPE OF DOCUMENT 
NDA Submission 

 
DATE OF DOCUMENT 
22 April 2010 

 
NAME OF DRUG 

azilsartan medoxomil 

 
PRIORITY CONSIDERATION 

standard NDA 

 
CLASSIFICATION OF DRUG 

      

 
DESIRED COMPLETION DATE 

9 August 2010 
NAME OF FIRM:  Takeda 
 

REASON FOR REQUEST 
 

I. GENERAL 
 

  NEW PROTOCOL 
  PROGRESS REPORT 
  NEW CORRESPONDENCE 
  DRUG ADVERTISING 
  ADVERSE REACTION REPORT 
  MANUFACTURING CHANGE / ADDITION 
  MEETING PLANNED BY 

 
  PRE-NDA MEETING 
  END-OF-PHASE 2a MEETING 
  END-OF-PHASE 2 MEETING 
  RESUBMISSION 
  SAFETY / EFFICACY 
  PAPER NDA 
  CONTROL SUPPLEMENT 

 
  RESPONSE TO DEFICIENCY LETTER 
  FINAL PRINTED LABELING 
  LABELING REVISION 
  ORIGINAL NEW CORRESPONDENCE 
  FORMULATIVE REVIEW 
  OTHER (SPECIFY BELOW):  

 
II. BIOMETRICS 

 
  PRIORITY P NDA REVIEW 
  END-OF-PHASE 2 MEETING 
  CONTROLLED STUDIES 
  PROTOCOL REVIEW 
  OTHER (SPECIFY BELOW): 

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE 4 STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL - BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG SAFETY 

 
  PHASE 4 SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 
  DRUG USE, e.g., POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 
  CASE REPORTS OF SPECIFIC REACTIONS (List below) 
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP 

 
  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY 
  SUMMARY OF ADVERSE EXPERIENCE 
  POISON RISK ANALYSIS 

 
V. SCIENTIFIC INVESTIGATIONS 

 
  CLINICAL 

 
   NONCLINICAL 

 
COMMENTS / SPECIAL INSTRUCTIONS:   
We are requesting your assistance in the review of the carcinogenicity data for azilsartan. This submission is located 
at the following link:  \\CDSESUB1\EVSPROD\NDA200796\200796.ENX 
 
 There studies to review are as follows: 
1) TAK-491-10808: 24 month rat carci study with prodrug (TAK-491) 
2) TAK-491-10809-001A: 26 week ras-mouse carci study with prodrug (TAK-491) 
3) TAK-536-10008: 24 month rat carci study with metabolite (TAK-536 MII) 
4) TAK-536-10010: 26 week ras mouse carci study with metabolite (TAK-536 MII) 
5) TAK-536-10009: 24 month rat carci study with additional dose in females of the metabolite (TAK-536 MII). 
 
The data regarding carcinogenicity arrived in the submission dated 28 April 2010 (module 4. The Pharmacology/ 
Toxicology reviewer for this NDA is Philip Gatti (301-796-2088). Once a statistician has been assigned, please let 
myself and Philip know that person. This data will need to be taken in front of the Exec CAC in September, so we 

(b) (4)



are hoping to have your review by August 9 (or sooner) since we will need it to finalize our reviews. If you have any 
questions, please do not hesitate to contact Phil or me. Thank you in advance! Alexis 
 
 
 
 
SIGNATURE OF REQUESTOR 

Alexis Childers 

 
METHOD OF DELIVERY (Check one) 

  DFS                  EMAIL                  MAIL                  HAND 

 
PRINTED NAME AND SIGNATURE OF RECEIVER 
 

 
PRINTED NAME AND SIGNATURE OF DELIVERER 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Division/Office):  
Mail: OSE 

 
FROM: Alexis Childers, DCRP, 301-796-0442 

 
DATE 
May 5, 2010 

 
IND NO. 
 

 
NDA NO.  
200796 

 
TYPE OF DOCUMENT  
NDA submission 

 
DATE OF DOCUMENT 
April 22, 2010 

 
NAME OF DRUG 
Azilsartan medoxomil 

 
PRIORITY CONSIDERATION 
standard 

 
CLASSIFICATION OF DRUG 
NME 

 
DESIRED COMPLETION DATE 
January 25, 2011 

NAME OF FIRM: Takeda 
 

REASON FOR REQUEST 
 

I. GENERAL 
 

  NEW PROTOCOL 
  PROGRESS REPORT 
  NEW CORRESPONDENCE 
  DRUG ADVERTISING 
  ADVERSE REACTION REPORT 
  MANUFACTURING CHANGE/ADDITION 
  MEETING PLANNED BY 

 
  PRE--NDA MEETING 
  END OF PHASE II MEETING 
  RESUBMISSION 
  SAFETY/EFFICACY 
  PAPER NDA 
  CONTROL SUPPLEMENT 

 
  RESPONSE TO DEFICIENCY LETTER 
  FINAL PRINTED LABELING 
  LABELING REVISION 
  ORIGINAL NEW CORRESPONDENCE 
  FORMULATIVE REVIEW 

X  OTHER (SPECIFY BELOW):  
 

II. BIOMETRICS 
 
STATISTICAL EVALUATION BRANCH 

 
STATISTICAL APPLICATION BRANCH 

 
  TYPE A OR B NDA REVIEW 
  END OF PHASE II MEETING 
  CONTROLLED STUDIES 
  PROTOCOL REVIEW 
  OTHER (SPECIFY BELOW): 

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE IV STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL-BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG EXPERIENCE 

 
  PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 
  DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 
  CASE REPORTS OF SPECIFIC REACTIONS (List below) 
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP 

 
  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY 
  SUMMARY OF ADVERSE EXPERIENCE 
  POISON RISK ANALYSIS 

 
V. SCIENTIFIC INVESTIGATIONS 

 
   CLINICAL 

 
   PRECLINICAL 

 
COMMENTS/SPECIAL INSTRUCTIONS: This NDA is for Azilsartan medoxomil indicated for hypertension. Labeling can be found at the following link. There is also patient labeling and 
a REMS. The PDUFA date is February 27, 2011 ( standard review) 
 
EDR : \\CDSESUB1\EVSPROD\NDA200796\200796.ENX 
 
Please let me know who you assign to each section of this review. 
 
 
  
 
 
 
 
 
 
SIGNATURE OF REQUESTER 
Alexis Childers 

 
METHOD OF DELIVERY (Check one) 

X  MAIL     HAND 
 
SIGNATURE OF RECEIVER 
 

 
SIGNATURE OF DELIVERER 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

NDA 200796 NDA ACKNOWLEDGMENT 
 
Takeda Global Research & Development Center, Inc. 
Attention: Deborah O. Yarbrough, MS, MBA 
Manager, Regulatory Affairs 
One Takeda Parkway 
Deerfield, IL 60015 
 
Dear Ms. Yarbrough: 
 
We have received your New Drug Application (NDA) submitted under section 505(b)(1) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: TAK-491 (azilsartan medoxomil) Tablets, 40 and 80 mg 
 
Date of Application: April 22, 2010 
 
Date of Receipt: April 27, 2010 
 
Our Reference Number:  NDA 200796 
 
Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on June 26, 2010 in 
accordance with 21 CFR 314.101(a). 
 
If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under        
21 CFR 314.101(d)(3).  The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57. 
 
The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address: 
 
 
 
 
 



NDA 200796 
Page 2 
 
 
 
 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Cardiovascular and Renal Products  
5901-B Ammendale Road 
Beltsville, MD 20705-1266 

 
All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved.  Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/DrugMasterFil
esDMFs/ucm073080.htm 
 
If you have any questions, please contact:  
 

Ms. Alexis Childers 
Regulatory Health Project Manager 
(301) 796-0442 
 
 

 
 

Sincerely, 
 
{See appended electronic signature page} 

 
Edward Fromm, R.Ph., RAC 
Chief, Project Management Staff 
Division of Cardiovascular and Renal Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 
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¡Form Approved: OMB No. 0910 . 0297 Expiration Date: January 31. 2010 See instrctions for OMS Statement. below. I

DEPARTMENT OF HEALTH AND HUMAN PRESCRIPTION DRUG USER FEE
SERVICES

COVERSHEETFOOD AND DRUG ADMINISTRATION 

A completed form must be signed and accompany each new drug or biologic product application and each new supplement. See
exceptions on the reverse side. If payment is sent by U.S. mail or courier. please include a copy of this completed form with payment.
Payment instructions and fee rates can be found on CDER's website:
h U~.., I'V,,"/',".,\'. f;; i:, _ .-';-".: ,,-''1,, 011 n(';~ ~ ¡ r-,/i U ::; C :"h:. :..'~::. F';C' '-.:C f)~:_-,~ ¡. : d."!:: it. L.:~:::: ;; ;"; ;:~: d ;::~f a:;1t ~- t 1)-.

1. APPLICANT'S NAME AND ADDRESS 4. BLA SUBMISSION TRACKING NUMBER (STN) I NDA
NUMBER

TAKEDA PHARMACEUTICALS NOR AMER
Clint JOl1ansen 10ü-796
ONE TAKEDA PARKWAY
DEERFIELD IL 60015
US

5. DOES THIS APPLICATION REQUIRE CLINICAL DATA I
2. TELEPHONE NUMBER FOR APPROVAL?
847-582-2078

liXIYES I(INO
IF YOU~ RESPONSE iS "NO" AND THIS IS FOR A
SUPPLEMENT, STOP HERE AND SIGN THIS FORM.
IF RESPONSE iS ''YES'', CHECK THE APPROPRIATE
RESPONSE BELOW:

(Xl THE REQUIRED CLINICAL DATA ARE CONTAINED IN
THE APPLICATION

IJ THE REQUIRED CLINICAL DATA ARE SUBMITTED BY
REFERENCE TO:

. PRODUCT NAME ô. USER FEE 1.0. NUMBER
azilsartan medoxomil PD3010048

7. IS THIS APPLICATION COVERED BY ANY OF THE FOLLÒWING USER FEE EXCLUSIONS? IF SO. CHECK THE
APPLICABLE EXCLUSION.

(i A LARGE VOLUME PARENTERAL DRUG PRODUCT ri A 505(b)(2) APPLICATION THAT DOES NOT REQUIRE A
APPROVED UNDER SECTION 505 OF THE FEDERAL FOOD, FEE
DRUG, AND COSMETIC ACT BEFORE 9/1/92 (Self
Explanatory)

( 1 THE APPLICATION QUALIFIES FOR THE ORPHAN i 1 THE APPUCAnON IS SUBMITTED BY A STATE OR
EXCEPTION UNDER SECTION 736(a)(1)(E) of the Federal FEDERAL GOVERNMENT ENTITY FOR A DRUG THAT IS NOT
Food,Drug, and Cosmetic Act DISTRIBUTED COMMERCIALLY

la. HAS AWAIVER OF AN APPLICATION FEE BEEN GRANTED FOR THIS APPLICATION? ¡ J YES (X) NO 
I

OMB Statement:
Public reportng burden for this collection of information ¡sestlmated to average 30 minutes per resp"nse. including the lime for reviElwing Instructions.
searching existing data sources. gathering and maintaining the data needed. and completing and reviewing thecolleclion of information. Send comments
regarding this burden estimate Or any other aspect of this collection of information, inciudingsuggestionsJor reducing this burden to:

Departmentof Health and Human Services Food and Drug Administration Anagency rnaynot conduct or
Food and Drug Adminfstration COER, HFD-94 sponsor, and a person is not
CBER. HFM.99 12420 Parklawn Drive. Room 3046 required to respond to, a collection
1401 Rockville Pike Rockville. MD 20a52 of information unless it displays a 

Rockvile. MO 20852.1448 currenllyvalid OMS control
number.

SIGNATURE ~A\)Tlj.VtIZED COMPANY ITLE DATE
REPRESENT IVE//' I " .- ~

¡;' ,/' / ..., ...., .~/'r"..'
./ ,'- '.

\--1 / li .' k ~.:r i,ill If ,'y' . )) i',)" L.'
1/ X / '.J d .L:. OJ.V'"", ,4f/: / .;'

~. USER FEE PÄYMENT AMOUNT FO'R THIS APPLICATION
$1.405.500.00

¡Form FDA 3397 (03/07) I

\

C! :";.C: (111:;! C":;\i(~! ;-,;':'-

https:llfdasfinapp8.fda.gov/OA_HTML/pd ufaCScdCfgItemsPopup .jsp?ordn um=30 1 0048 2/1/2010




