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EXCLUSIVITY SUMMARY  

 
NDA # 022426     SUPPL # n/a    HFD # n/a 

Trade Name   Oseni 
 
Generic Name   Alogliptin and pioglitazone fixed-dose combination tablets  
     
Applicant Name   Takeda Pharmaceuticals U.S.A., Inc.       
 
Approval Date, If Known   January 25, 2013       
 
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 
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d)  Did the applicant request exclusivity? 
   YES  NO  

 
If the answer to (d) is "yes," how many years of exclusivity did the applicant request? 
 

Not specified 
 

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). 
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NDA# n/a       

NDA#             

NDA#             

    
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# 021073 Actos (pioglitazone) tablets 

NDA# 022271 Nesina (alogliptin) tablets 

 
 
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 
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summary for that investigation.  
   YES  NO  

 
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: 

 
n/a 

                                                  
(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:                                      
 

n/a                                                         
 

 
(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  
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     If yes, explain:                                          
 

n/a                                                         
 

(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: 

 
322OPI-002 – A multicenter, double blind study to determine the efficacy and safety 
of SYR-322 plus pioglitazone HCl, SYR-322 alone, or pioglitazone HCl alone in 
subjects with T2DM 
 
322OPI-001 – A multicenter, randomized, double blind, placebo controlled study to 
determine the efficacy and safety of the combination of SYR-322 and pioglitazone in 
subjects with T2DM 
 
322OPI-004 – A multicenter, randomized, double blind study to determine the 
efficacy and safety of the addition of SY-322 25 mg versus dose titration from 30 mg 
to 45 mg of pioglitazone HCl in subjects with T2DM who have inadequate control 
on a combination of metformin and 30 mg of pioglitazone HCl therapy  
 
322-301 – A multicenter, randomized, double blind, placebo controlled, parallel 
group study comparing SYR-322 alone and combination SYR-322 with pioglitazone 
versus placebo on postprandial lipids in subjects with T2DM 
 
322-009 – A multicenter, randomized, double blind, placebo controlled study to 
determine the efficacy and safety of SYR-322 when used in combination with 
pioglitazone in subjects with T2DM 
                     

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.") 
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Investigation #1: 322OPI-002       YES  NO  
 

Investigation #2: 322OPI-001       YES  NO  
 
Investigation #3: 322OPI-004    YES  NO  
 
Investigation #4: 322-301        YES  NO  
 
Investigation #5: 322-009        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: 

 
n/a 

 
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: 322OPI-002       YES  NO  

 
Investigation #2: 322OPI-001       YES  NO  
 
Investigation #3: 322OPI-004    YES  NO  
 
Investigation #4: 322-301        YES  NO  
 
Investigation #5: 322-009        YES  NO  

 
 

If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on: 

 
n/a 

 
 
 
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"): 

 
322OPI-002 – A multicenter, double blind study to determine the efficacy and safety 
of SYR-322 plus pioglitazone HCl, SYR-322 alone, or pioglitazone HCl alone in 
subjects with T2DM 
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322OPI-001 – A multicenter, randomized, double blind, placebo controlled study to 
determine the efficacy and safety of the combination of SYR-322 and pioglitazone in 
subjects with T2DM 
 
322OPI-004 – A multicenter, randomized, double blind study to determine the 
efficacy and safety of the addition of SY-322 25 mg versus dose titration from 30 mg 
to 45 mg of pioglitazone HCl in subjects with T2DM who have inadequate control 
on a combination of metformin and 30 mg of pioglitazone HCl therapy  
 
322-301 – A multicenter, randomized, double blind, placebo controlled, parallel 
group study comparing SYR-322 alone and combination SYR-322 with pioglitazone 
versus placebo on postprandial lipids in subjects with T2DM 
 
322-009 – A multicenter, randomized, double blind, placebo controlled study to 
determine the efficacy and safety of SYR-322 when used in combination with 
pioglitazone in subjects with T2DM 

 
 
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: 322OPI-002   ! 
     ! 

 IND # 073193  YES   !  NO       
      !  Explain:   
                                 

              
 
 
Investigation #2: 322OPI-001   ! 

! 
 IND # 073193  YES    !  NO     
      !  Explain:  
                                      
 

 
Investigation #3: 322OPI-004   ! 
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     ! 
 IND # 073193  YES   !  NO       
      !  Explain:   
                                 
              

Investigation #4: 322-301   ! 
     ! 

 IND # 073193  YES   !  NO       
      !  Explain:   
                                 
 

Investigation #5: 322-009   ! 
     ! 

 IND # 073193  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? 

 
N/A 
 
Investigation #1   ! 

! 
YES       !  NO     
Explain:    !  Explain:  

                 
  
 
 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  
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If yes, explain:   
 

n/a 
 
 
================================================================= 
                                                       
Name of person completing form:  Richard Whitehead                      
Title:  Regulatory Project Manager 
Date:  1/24/13 
 
                                                       
Name of Office/Division Director signing form:  Mary Parks, MD 
Title:  Director, Division of Metabolism and Endocrinology Products 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12 
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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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 NDAs:  Methods Validation (check box only, do not include documents) 

  Completed  
  Requested 
  Not yet requested 
  Not needed (per review) 
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Appendix to Action Package Checklist 
 
An NDA or NDA supplemental 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) Or 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. 

(3) Or 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) And 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. 

(3) And 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 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) Or 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. 

(3) Or 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 ODE’s 
ADRA. 
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From: Whitehead, Richard
To: "Cosner, Sandra (TGRD)"
Cc: Barnes-Glait, Diane (TGRD)
Subject: NDA22271 Nesina; NDA22426 Oseni; NDA203414 Kazano: draft MedGuides
Date: Friday, January 25, 2013 9:43:00 AM
Attachments: Nesina- MedGuide final.doc

Oseni-MedGuide final.doc
Kazano MedGuide final.doc

Dear Sandy,
 
We have reviewed the NDA 22271 Nesina (alogliptin), NDA 022426 Oseni (alogliptin and
pioglitazone) and NDA 203414 Kazano (alogliptin and metformin) Medication Guides (MG) and we
accept all revisions to the MGs dated January 24, 2013.  I am attaching a clean copy of these
agreed upon documents.  Let me know if you have any questions and please confirm receipt of this
notification. 
 

Regards,
Rich
 

_______________________________________________________________________________________________________
Richard Whitehead, MS; Regulatory Project Manager;  FDA/CDER/OND/ODEII/ Division of Metabolism and Endocrinology Products;

(t) 301.796.4945; (f)  301.796.9712; richard.whitehead@fda.hhs.gov

 
 
From: Cosner, Sandra (TGRD) [mailto:sandra.cosner@takeda.com] 
Sent: Thursday, January 24, 2013 2:22 PM
To: Whitehead, Richard
Cc: Barnes-Glait, Diane (TGRD)
Subject: RE: Nesina, Oseni, Kazano MedGuides Review
Importance: High
 
Hello Rich,
Please see Takeda’s comments in the attached medication guides for the alogliptin products.  We
accepted all the Agency’s comments with the exception of one comment in the OSENI (alo/pio)
Medication Guide.
 
Please let us know if you have any questions.
Kind regards,
Sandy
 
Sandra D. Cosner, RPh
Associate Director
Regulatory Affairs
 
Takeda Global Research & Development Center, Inc.
One Takeda Parkway
Deerfield, IL 60015
U.S.A.
T 224-554-1957
M 
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F 224-554-7870
sandra.cosner@takeda.com
www.tgrd.com
 
From: Whitehead, Richard [mailto:Richard.Whitehead@fda.hhs.gov] 
Sent: Thursday, January 24, 2013 10:47 AM
To: Cosner, Sandra (TGRD)
Cc: Barnes-Glait, Diane (TGRD)
Subject: Nesina, Oseni, Kazano MedGuides Review
 
Sandy,
 
I am forwarding the next round of comments from Patient Labeling for the Nesina, Oseni, and
Kazano MedGuides.  We remind you that we are sending you these labeling comments as per our
previous discussions regarding the timeline for labeling, and that this does not reflect on the final
regulatory decision for these applications.
 
Please accept all FDA edits that you agree with.  The document that you return to us should only
show in tracked changes (1) any new edits Takeda has made to our prior edits and (2) any new edits
from Takeda unrelated to our prior edits.  To help avoid confusion, please delete outdated
comments and formatting bubbles.  Please leave only comment and formatting bubbles relevant to
this round of labeling negotiations in the label.  When you add a comment bubble, please state "
Takeda response to FDA change or Takeda Comment."  This will be useful for showing which edits
come from FDA vs. which edits were from Takeda . You only need to add a comment bubble
responding to our bubbles in cases where you disagree with our comment or if you want to
provide additional information you want us to consider.  So, not all comment bubbles necessarily
need to have an accompanying response comment bubble from you. Because of the tight timelines
was ask the you complete your review and return comments by COB today (January 24) .
 
 
In addition to content, we often make significant revisions to the format in our review of patient
labeling. Therefore, it is important that you use the version of the patient labeling that we have
attached to this email as the base document for making subsequent changes. Using our attached
document will ensure specifically that the formatting changes are preserved.  Attempting to copy
and paste formatting revisions into another document often results in loss of valuable formatting
changes (including the font, bulleting, indentation, and line spacing).
 
 

Regards,
Rich
 

_______________________________________________________________________________________________________
Richard Whitehead, MS; Regulatory Project Manager;  FDA/CDER/OND/ODEII/ Division of Metabolism and Endocrinology Products;

(t) 301.796.4945; (f)  301.796.9712; richard.whitehead@fda.hhs.gov

 
 
###
The information contained in this communication is confidential and may be 
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privileged. It is intended only for the use of the addressee and is the 
property of Takeda. Unauthorized use, disclosure, or copying of this 
communication, or any part thereof, is strictly prohibited and may be 
unlawful. If you received this communication in error, please notify me 
immediately by return e-mail and destroy this communication and all copies 
thereof, including all attachments.
 
 
###
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From: Whitehead, Richard
To: Cosner, Sandra (TGRD) (sandra.cosner@takeda.com); Barnes-Glait, Diane (TGRD) (diane.barnes-

glait@takeda.com)
Subject: RE: Nesina, Oseni and Kazano PMR- request for clarification
Date: Wednesday, January 16, 2013 12:30:00 PM

Sandy,
 
See responses to your inquiries below in red.  Let me know if you have any additional questions.
 

Regards,
Rich
 

_______________________________________________________________________________________________________
Richard Whitehead, MS; Regulatory Project Manager;  FDA/CDER/OND/ODEII/ Division of Metabolism and Endocrinology Products;

(t) 301.796.4945; (f)  301.796.9712; richard.whitehead@fda.hhs.gov

 
 
 
From: Cosner, Sandra (TGRD) 
Sent: Tuesday, January 15, 2013 10:09 AM
To: 'Whitehead, Richard'
Cc: Barnes-Glait, Diane (TGRD)
Subject: Nesina, Oseni and Kazano PMR- request for clarification
 
Dear Rich,
 
Thank you very much for providing the postmarketing requirements (PMR) for the alogliptin family
of products yesterday following the teleconference. Takeda has reviewed the requests and has a
couple points of clarification for the Agency in order to develop the most accurate timelines:
 
For Nesina NDA22271
Regarding PMR #1:
 
The current pediatric protocol for the ongoing PK study SYR-322_104 [Amendment #8 submitted to
IND 69707 Mar 22, 2012 (S/N 672)] specifies different age ranges for the two groups being
examined. The protocol specifies that Group 1 is 10 to 13 year olds, inclusive and Group 2 is 14 to
17 year olds, inclusive. Further, the protocol specifies that at least 6 subjects (25%) will be in Group
1 and 18 subjects (75%) will be randomized in Group 2. In addition to submitting all versions of the
protocol to the Agency, this study design has been agreed with the Paediatric Committee (PDCO) at
the European Medicines Agency. Therefore, Takeda would propose that the age requirements in
the PMR match the protocol as currently specified (i.e. 25% of subjects 10 to 13 year olds, inclusive
and 75% of subjects 14 to 17 year olds, inclusive). Is this acceptable to the Agency?  The Agency
finds this acceptable. 
 
Regarding PMR #4:
 
Takeda would like to seek guidance on the content of the protocol for the enhanced
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pharmacovigilance (PV) program. Takeda would propose that this protocol would not conform to a
typical clinical study protocol, but would contain the following information:

1.       Criteria for collection of information
2.       Process for collection of information, including data collection forms
3.       Requirement for reporting findings on an annual basis, including format of the analysis

 
 

Will this type of information satisfy the Agency’s requirement for a protocol to address enhanced
pharmacovigilance?  If not, can the Agency provide Takeda with additional information as to the
requirements for a protocol for an enhanced PV program?  The Agency is OK with your
proposal; however, in addition to the annual report, expedited reporting of these events is
required:
 

Expedited reporting to FDA of all initial and follow-up reports of hepatic
abnormalities, fatal pancreatitis and hemorrhagic/necrotizing pancreatitis with a
serious outcome, and severe hypersensitivity reactions.

 
Kind regards,
Sandy
 
Sandra D. Cosner, RPh
Associate Director
Regulatory Affairs
 
Takeda Global Research & Development Center, Inc.
One Takeda Parkway
Deerfield, IL 60015
U.S.A.
T 224-554-1957
M 
F 224-554-3646
sandra.cosner@takeda.com
www.tgrd.com
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From: Whitehead, Richard
To: Cosner, Sandra (TGRD) (sandra.cosner@takeda.com)
Cc: Barnes-Glait, Diane (TGRD) (diane.barnes-glait@takeda.com)
Subject: Nesina, Oseni, Kazano MedGuides Review
Date: Friday, January 18, 2013 3:12:00 PM
Attachments: marked --alogliptin-metformin (Kazano) 203414 DMPP MG Jan 2013.doc

marked-alogliptin-pioglitazone (Oseni) 22426 DMPP MG Jan 2013 .doc
alogliptin (Nesina) 22271 DMPP MG Jan 2013 (marked).doc

Sandy,
 
I am forwarding the first round of comments from Patient Labeling for the Nesina, Oseni, and
Kazano MedGuides.  We remind you that we are sending you these labeling comments as per our
previous discussions regarding the timeline for labeling, and that this does not reflect on the final
regulatory decision for these applications.
 
Please note that not all reviewers have looked at this yet so more comments may come on
Tuesday, however at this point they should not be extensive (but as always that could change). 
 
Please accept all FDA edits that you agree with.  The document that you return to us should only
show in tracked changes (1) any new edits Takeda has made to our prior edits and (2) any new edits
from Takeda unrelated to our prior edits.  To help avoid confusion, please delete outdated
comments and formatting bubbles.  Please leave only comment and formatting bubbles relevant to
this round of labeling negotiations in the label.  When you add a comment bubble, please state "
Takeda response to FDA change or Takeda Comment."  This will be useful for showing which edits
come from FDA vs. which edits were from Takeda . You only need to add a comment bubble
responding to our bubbles in cases where you disagree with our comment or if you want to
provide additional information you want us to consider.  So, not all comment bubbles necessarily
need to have an accompanying response comment bubble from you. Because of the tight timelines

was ask the you complete your review and return comments by 7AM Tuesday, January 22nd .
 
 
In addition to content, we often make significant revisions to the format in our review of patient
labeling. Therefore, it is important that you use the version of the patient labeling that we have
attached to this email as the base document for making subsequent changes. Using our attached
document will ensure specifically that the formatting changes are preserved.  Attempting to copy
and paste formatting revisions into another document often results in loss of valuable formatting
changes (including the font, bulleting, indentation, and line spacing).
 
 

Regards,
Rich
 

_______________________________________________________________________________________________________
Richard Whitehead, MS; Regulatory Project Manager;  FDA/CDER/OND/ODEII/ Division of Metabolism and Endocrinology Products;

(t) 301.796.4945; (f)  301.796.9712; richard.whitehead@fda.hhs.gov
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From: Whitehead, Richard
To: Cosner, Sandra (TGRD) (sandra.cosner@takeda.com)
Cc: Barnes-Glait, Diane (TGRD) (diane.barnes-glait@takeda.com)
Subject: Nesina, Oseni, and Kazano: PMR
Date: Monday, January 14, 2013 2:20:00 PM
Attachments: Postmarketing Requirements for Nesina1102013.doc

Dear Sandy,

As discussed at today’s telephone conference I am forwarding a copy of Postmarketing
requirements for Nesina, Oseni, and Kazano should your product(s) be approved.  We
request that you provide dates for study completion, final reports, etc., as described in the
in the document.  Email all requested information to me within two days of receipt of this
notification.  You do not have to submit these officially to the applications.   Please confirm
receipt of this email. 

 

Regards,

Rich
_______________________________________________________________________________________________________

Richard Whitehead, MS; Regulatory Project Manager;  FDA/CDER/OND/ODEII/ Division of Metabolism and Endocrinology Products;

(t) 301.796.4945; (f)  301.796.9712; richard.whitehead@fda.hhs.gov
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From: Whitehead, Richard
To: Cosner, Sandra (TGRD) (sandra.cosner@takeda.com)
Subject: NDA22271 alogliptin: Information Request
Date: Tuesday, January 08, 2013 4:48:00 PM

Dear Sandy,
 
Please provide a response to the following Information Request for alogliptin NDA22271.  Send
your response to this Information Request directly to me via email and officially submit to the
relevant NDAs.  As we close in on the PDUFA date for review, we ask that you provide your

response Wednesday, January 9th.    Let me know if you have any questions and please confirm
receipt of this email notification. 
 
“In your 2nd resubmission the following table was provided for EXAMINE which led FDA to request the
incidence of transaminase elevations be summarized for pooled Phase 2/3 trials.
 

 
When we compare Table 7 to the updated table provided in Takeda's 1/7/13 response in email below
and pasted here, there are 4 patients on alogliptin w/ ALT > 10xULN in the 'during treatment' column
but 5 patients in Table 7 w/ ALT > 10xULN in the post-baseline column.  Please explain this
discrepancy of one patient.”
 
Number (%) of Subjects With ≥1 Marked Abnormal Result

  Baseline (a) During Treatment Endpoint (b)

Parameter
Placebo
N=2372

Alogliptin 
N=2389

Placebo
N=2372

Alogliptin 
N=2389

Placebo
N=2372

Alogliptin 
N=2389

ALT >3×ULN and
total bilirubin
>2×ULN

0 0 1 (0.04) 1 (0.04) 0 1 (0.04)

ALT >20×ULN 0 0 1 (0.04) 0 0 0

ALT >10×ULN 1 (0.04) 2 (0.08) 2 (0.08) 4 (0.17) 0 1 (0.04)

ALT >5×ULN 2 (0.08) 2 (0.08) 12 (0.51) 19 (0.80) 2 (0.08) 5 (0.21)

ALT >3×ULN 10 (0.42) 14 (0.59) 32 (1.35) 44 (1.84) 8 (0.34) 12 (0.50)
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Regards,
Rich
 

_______________________________________________________________________________________________________
Richard Whitehead, MS; Regulatory Project Manager;  FDA/CDER/OND/ODEII/ Division of Metabolism and Endocrinology Products;

(t) 301.796.4945; (f)  301.796.9712; richard.whitehead@fda.hhs.gov

 
 
 
From: Cosner, Sandra (TGRD) [mailto:sandra.cosner@takeda.com] 
Sent: Monday, January 07, 2013 1:35 PM
To: Whitehead, Richard
Cc: Hai, Mehreen
Subject: RE: NDA22271 alogliptin: Information Request
 
Hello Rich,
Please see Takeda’s response to FDA’s Jan. 4 request in the attached.
I will also submit this as a formal submission to the NDA’s, hopefully by the end of today.
Please let me know if you need anything else.
Kind regards,
Sandy
 
 
From: Whitehead, Richard [mailto:Richard.Whitehead@fda.hhs.gov] 
Sent: Friday, January 04, 2013 6:36 AM
To: Cosner, Sandra (TGRD)
Subject: NDA22271 alogliptin: Information Request
 
Dear Sandy,
 
Please provide a response to the following Information Request for alogliptin NDA22271.  Send
your response to this Information Request directly to me via email and officially submit to the
relevant NDAs.  As we close in on the PDUFA date for review, we ask that you provide your
response as early as possible, preferably by Monday, January 7, 2013.    Let me know if you have
any questions and please confirm receipt of this email notification. 
 
 
 
“1.  Provide an updated table to the one below since it has now been over 6 months since the
database cut-off and as they point out, there was case 8413-006/402 occurring after that date. 
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2.  Provide the patient ID and narratives for the patients with ALT > 10xULN  and for any other cases
of ALT>3xULN with 2xULN that may have occurred in EXAMINE.” 
 
 
 

Regards,
Rich
 

_______________________________________________________________________________________________________
Richard Whitehead, MS; Regulatory Project Manager;  FDA/CDER/OND/ODEII/ Division of Metabolism and Endocrinology Products;

(t) 301.796.4945; (f)  301.796.9712; richard.whitehead@fda.hhs.gov
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From: Whitehead, Richard
To: "Cosner, Sandra (TGRD)"
Cc: Hai, Mehreen
Subject: RE: NDA22271 alogliptin: Information Request
Date: Monday, January 07, 2013 8:54:00 AM

Sandy,
 
Please provide a response to the following Information Request for alogliptin NDA22271.  Send
your response to this Information Request directly to me via email and officially submit to the
relevant NDAs.  We ask that you provide your response by noon, today.    Let me know if you have
any questions and please confirm receipt of this email notification. 
 
Please explain how you were able to determine that subject 8413-006/402 was assigned to placebo
and yet state that this "case currently remains blinded as this is an ongoing study in the safety
database".  Did you not have to unblind the case to determine treatment assignment?
 
 
 

Regards,
Rich
 

_______________________________________________________________________________________________________
Richard Whitehead, MS; Regulatory Project Manager;  FDA/CDER/OND/ODEII/ Division of Metabolism and Endocrinology Products;

(t) 301.796.4945; (f)  301.796.9712; richard.whitehead@fda.hhs.gov

 
 
 
From: Cosner, Sandra (TGRD) [mailto:sandra.cosner@takeda.com] 
Sent: Sunday, January 06, 2013 10:11 PM
To: Whitehead, Richard
Cc: Hai, Mehreen
Subject: RE: NDA22271 alogliptin: Jan. 4 Information Request
 
Dear Rich,
 
During our evaluation of FDA’s latest information request from Friday, Jan. 4 for an update of Table
3f (Markedly abnormal values for hepatic parameters of Study 402), Takeda re-ran the Table with a
new database cut (with 6 months of additional data) and has unfortunately learned of an incorrect
treatment code on the case of interest in Study 402; subject 8413-006/402 (TPG2012A01058) that
was provided to FDA in the July 2012 NDA resubmission.  Takeda had inadvertently assigned this
case to the alogliptin 25 mg treatment code and subsequently upon this latest review learned that
this subject was in fact on placebo. 
 
We would like to reassure the Agency that the statistical tables and outputs from the clinical
database are accurate. In addition, the safety database is accurate and this case currently remains
blinded as this is an ongoing study in the safety database.  This error was in part due to the fact
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that this subject was a late breaker case that occurred following the database cut off and that the
table in 2.7.4 was manually generated.  Because this error was discovered, the team is putting
extra effort in QCing all the data in all manually generated hepatic tables from the NDA
resubmission (i.e., Tables 3c, 3d and 3i) to confirm these are accurate.  The team is also re-checking
all current data, randomization codes, and conducting QC checks against previous and current
database cut offs.  Takeda apologizes and regrets very much that this error has occurred.  We
understand this case was of specific interest to both Takeda and FDA and we wanted to notify you
as soon as we had confirmed this error.  Through our investigation, we are ensuring that no other
such mis-assignments exist.  The case will be properly reflected in our submission that we will be
sending to you by the end of the day tomorrow (Jan 7) as per the data you requested last week, at
which time the quality control of the other tables will have been completed as well.
 
We understand the Agency is meeting Monday, January 7 for the second round of labeling
comments and potentially later in the week for the end-of-review wrap-up meeting.  If the Division
has any concerns or would like any additional clarification on this issue, Takeda would gladly be
available for a teleconference to further review the details of this finding and provide clarity or
additional assurances ensuring data integrity. 
 
Kind regards,
Sandy
 
Sandra D. Cosner, RPh
Associate Director
Regulatory Affairs
 
Takeda Global Research & Development Center, Inc.
One Takeda Parkway
Deerfield, IL 60015
U.S.A.
T 224-554-1957
M 
F 224-554-7870
sandra.cosner@takeda.com
www.tgrd.com
 
From: Whitehead, Richard [mailto:Richard.Whitehead@fda.hhs.gov] 
Sent: Friday, January 04, 2013 6:36 AM
To: Cosner, Sandra (TGRD)
Subject: NDA22271 alogliptin: Information Request
 
Dear Sandy,
 
Please provide a response to the following Information Request for alogliptin NDA22271.  Send
your response to this Information Request directly to me via email and officially submit to the
relevant NDAs.  As we close in on the PDUFA date for review, we ask that you provide your
response as early as possible, preferably by Monday, January 7, 2013.    Let me know if you have
any questions and please confirm receipt of this email notification. 
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“1.  Provide an updated table to the one below since it has now been over 6 months since the
database cut-off and as they point out, there was case 8413-006/402 occurring after that date. 
 

 
 
2.  Provide the patient ID and narratives for the patients with ALT > 10xULN  and for any other cases
of ALT>3xULN with 2xULN that may have occurred in EXAMINE.” 
 
 
 

Regards,
Rich
 

_______________________________________________________________________________________________________
Richard Whitehead, MS; Regulatory Project Manager;  FDA/CDER/OND/ODEII/ Division of Metabolism and Endocrinology Products;

(t) 301.796.4945; (f)  301.796.9712; richard.whitehead@fda.hhs.gov

 
###
The information contained in this communication is confidential and may be 
privileged. It is intended only for the use of the addressee and is the 
property of Takeda. Unauthorized use, disclosure, or copying of this 
communication, or any part thereof, is strictly prohibited and may be 
unlawful. If you received this communication in error, please notify me 
immediately by return e-mail and destroy this communication and all copies 
thereof, including all attachments.
 
 
###
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From: Whitehead, Richard
To: Cosner, Sandra (TGRD) (sandra.cosner@takeda.com)
Subject: NDA22271 alogliptin: Information Request
Date: Friday, January 04, 2013 7:36:00 AM

Dear Sandy,
 
Please provide a response to the following Information Request for alogliptin NDA22271.  Send
your response to this Information Request directly to me via email and officially submit to the
relevant NDAs.  As we close in on the PDUFA date for review, we ask that you provide your
response as early as possible, preferably by Monday, January 7, 2013.    Let me know if you have
any questions and please confirm receipt of this email notification. 
 
 
 
“1.  Provide an updated table to the one below since it has now been over 6 months since the
database cut-off and as they point out, there was case 8413-006/402 occurring after that date. 
 

 
 
2.  Provide the patient ID and narratives for the patients with ALT > 10xULN  and for any other cases
of ALT>3xULN with 2xULN that may have occurred in EXAMINE.” 
 
 
 

Regards,
Rich
 

_______________________________________________________________________________________________________
Richard Whitehead, MS; Regulatory Project Manager;  FDA/CDER/OND/ODEII/ Division of Metabolism and Endocrinology Products;

(t) 301.796.4945; (f)  301.796.9712; richard.whitehead@fda.hhs.gov
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From: Whitehead, Richard
To: Cosner, Sandra (TGRD) (sandra.cosner@takeda.com)
Subject: NDA22271 alogliptin: Information Request
Date: Wednesday, January 02, 2013 12:40:00 PM
Attachments: image005.png

image006.png

Dear Sandy,
 
Please provide a response to the following questions for alogliptin NDA22271.  Send your response
to this Information request directly to me via email and officially submit to the relevant NDAs.  As
we close in on the PDUFA date for review, we ask that you provide your response as early as
possible, preferably by Friday, January 4, 2013.    Let me know if you have any questions and please
confirm receipt of this email notification. 
 
“1.  What doses of alogliptin were prescribed to the patients who experienced the two
postmarketing events  (TCI2011A04573 (fulminant hepatic failure) and TCI2011A06837
(transaminitis and jaundice)?
 
2.  Please provide summary of incidence of transaminase elevations as in the following table but
broken down by actual daily alogliptin doses used in all these trials (6.25, 12.5, 25 and 50 mg). 
 
 

 
3.   In the following table of transaminase elevations in EXAMINE provided by Takeda, did this table
include  case 8413-006/402? “
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Regards,
Rich
 

_______________________________________________________________________________________________________
Richard Whitehead, MS; Regulatory Project Manager;  FDA/CDER/OND/ODEII/ Division of Metabolism and Endocrinology Products;

(t) 301.796.4945; (f)  301.796.9712; richard.whitehead@fda.hhs.gov
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From: Whitehead, Richard
To: Cosner, Sandra (TGRD) (sandra.cosner@takeda.com)
Cc: Barnes-Glait, Diane (TGRD) (diane.barnes-glait@takeda.com)
Subject: NDA22271/22426/203414 alogliptin: draft labeling
Date: Thursday, December 20, 2012 10:55:00 AM
Attachments: alo-met- 20Dec12-package-insert.doc

alo-pio-20Dec12-draft-package-insert.doc
alogliptin 20Dec12-PI.doc

Sandy,
 
 
Please find attached our first round of edits to the package inserts for alogliptin, alogliptin-
pioglitazone, and alogliptin-metformin, incorporating comments from  Clinical, CMC, Pharm/Tox,
Statistics and Clinical Pharmacology.  As previously mentioned we were able to spend more time
reviewing the alogliptin label, therefore we ask you to carry all relevant comments from the
alogliptin label to the alogliptin-pioglitazone and alogliptin-metformin labels. 
 
We have one note from the nonclinical review team: 
 
“We have provided editorial changes to the pregnancy (8.1) and carcinogenesis (13.1) sections of
the alogliptin monotherapy (NESINA) and alogliptin + pioglitazone (OSENI) labels. We feel the
nonclinical data in question does not need to be described because the animal findings at the high
exposure margins would not provide additional meaningful information about clinical risks. ”
 
We remind you that we are sending you these labeling comments as per our previous discussions
regarding the timeline for labeling, and that this does not reflect on the final regulatory decision
for these applications.
 
Please accept all FDA edits that you agree with.  The document that you return to us should only
show in tracked changes (1) any new edits Takeda has made to our prior edits and (2) any new edits
from Takeda unrelated to our prior edits.  To help avoid confusion, please delete outdated
comments and formatting bubbles.  Please leave only comment and formatting bubbles relevant to
this round of labeling negotiations in the label.  When you add a comment bubble, please state "
Takeda response to FDA change or Takeda Comment."  This will be useful for showing which edits
come from FDA vs. which edits were from Takeda . You only need to add a comment bubble
responding to our bubbles in cases where you disagree with our comment or if you want to
provide additional information you want us to consider.  So, not all comment bubbles necessarily
need to have an accompanying response comment bubble from you. Because of the tight timelines

was ask the you complete your review and return comments by noon, Thursday, January 3rd.
 
We also request that you convert the alogliptin and alogliptin-metformin Patient Package Inserts
into MedGuides and update the alogliptin-pioglitazone MedGuide.  Because of the serious risk of
hepatotoxicity associated with the use of alogliptin and the serious risk of pancreatitis related to
the DPP4 class, FDA has determined that alogliptin and alogliptin/metformin will be required to
have a Medication Guide.  Additionally, because of the serious risks of hepatotoxicity and heart
failure associated with the use of alogliptin/pioglitazone and the serious risk of pancreatitis related
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to the DPP4 class, FDA has determined that alogliptin/pioglitazone will be required to have a
Medication Guide (which it does, but needs to include the additional risks).
 
Please confirm receipt of this email, and let me know if you have any questions. Once you've had a
chance to review our comments, please let me know when we can expect to receive your
response.
 

Regards,
Rich
 

_______________________________________________________________________________________________________
Richard Whitehead, MS; Regulatory Project Manager;  FDA/CDER/OND/ODEII/ Division of Metabolism and Endocrinology Products;

(t) 301.796.4945; (f)  301.796.9712; richard.whitehead@fda.hhs.gov
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From: Cosner, Sandra (TGRD)
To: Whitehead, Richard
Subject: RE: NDA22271/NDA22426/NDA203414 Request for Information
Date: Tuesday, October 30, 2012 3:11:24 PM

Thank you Rich.  I am confirming receipt of this email.  The team will work on this response and get
back with you as soon as we are able to.
Thanks
Sandy
 
From: Whitehead, Richard [mailto:Richard.Whitehead@fda.hhs.gov] 
Sent: Monday, October 29, 2012 2:41 PM
To: Cosner, Sandra (TGRD)
Cc: Villinski, Allison (TGRD)
Subject: NDA22271/NDA22426/NDA203414 Request for Information
 
NDA22271 alogliptin
NDA22426 alogliptin/pioglitazone
NDA203414 alogliptin/metformin
 
 
Dear Ms. Cosner:
 
 
In reference to NDA 22271, NDA22426, and NDA203414, please see the request for information
below.  We ask that you provide responses at your earliest opportunity.  Let me know if you have
any questions and please confirm receipt of this email.
 
 
“In your October 5, 2012 Information Request Response, you stated that subject 8413-006/402
was on atorvastatin which was discontinued on day 207.  Provide further details regarding the
atorvastatin administration, including the date the patient was initially administered atorvastatin,
whether atorvastatin was administered consistently from the start date to day 207 (or whether
there were any gaps), and any other information you have regarding this case that you have not
yet submitted to us.
 
Submit each individual LSEC committee members' assessment of subject 8413-006/402 .
 
On October 10, 2012, you submitted follow up safety report TCI2012A05429.  Submit any
additional information you have regarding this case.”
 
 
 
 

Regards,
Rich
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_______________________________________________________________________________________________________

Richard Whitehead, MS; Regulatory Project Manager;  FDA/CDER/OND/ODEII/ Division of Metabolism and Endocrinology Products;
(t) 301.796.4945; (f)  301.796.9712; richard.whitehead@fda.hhs.gov

 

###
The information contained in this communication is confidential and may be 
privileged. It is intended only for the use of the addressee and is the 
property of Takeda. Unauthorized use, disclosure, or copying of this 
communication, or any part thereof, is strictly prohibited and may be 
unlawful. If you received this communication in error, please notify me 
immediately by return e-mail and destroy this communication and all copies 
thereof, including all attachments.

###
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

NDA 022426 
PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 

Takeda Global Research & Development Center, Inc. 
One Takeda Parkway 
Deerfield, IL 60015-2235 
 
Attention:  Sandra D. Cosner, RPh 
  Associate Director, Regulatory Affairs 
 
Dear Ms. Cosner: 
 
Please refer to your New Drug Application (NDA) dated September 19, 2008, received 
September 22, 2008 submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic 
Act for Alogliptin and Pioglitazone Tablets, 12.5 mg/15 mg, 12.5 mg/30 mg, 12.5 mg/45 mg,  
25 mg/15 mg, 25 mg/30 mg, and 25 mg/45 mg.  Please also refer to your Class 2 Resubmission 
dated and received July 27, 2012. 
 
We also refer to: 
 

• Your initial proprietary name submission, dated October 18, 2011, for the proposed name 
Oseni; 

• Our initial correspondence dated December 23, 2011, finding this proposed proprietary 
name conditionally acceptable; 

• Your submission dated and received August 1, 2012, requesting re-review of your 
proposed proprietary name, Oseni.  

 
We have completed our review of the proposed proprietary name, Oseni, and have concluded 
that it is acceptable.  
 
The proposed proprietary name, Oseni, 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 1, 2012, submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review.  
 

Reference ID: 3209190



NDA 022426 
Page 2 
 

 

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Margarita Tossa, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-4053.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager 
Richard Whitehead at (301) 796-4945.   

 
     Sincerely, 
 
     {See appended electronic signature page}   

      
Carol Holquist, RPh  
Director  
Division of Medication Error Prevention and Analysis  
Office of Medication Error Prevention and Risk Management  
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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From: Whitehead, Richard
To: Cosner, Sandra (TGRD) (sandra.cosner@takeda.com)
Subject: NDA22271 alogliptin Information Request
Date: Wednesday, September 26, 2012 11:31:00 AM

NDA22271 alogliptin Information Request
 
Dear Sandy:
 
FDA is requesting the following information in reference to the NDA22271 Fourth Japanese Periodic
Safety Update Report for alogliptin:
 
 
“In Table 19 of the Fourth Japanese Periodic Safety Update Report for alogliptin, you list 15 nonserious
hepatic adverse events.  Please answer the following for these cases:

·          Did any of the nonserious cases have biochemical Hy's law?
·          Did the event resolve?  If yes, was use of alogliptin continued?
·          If alogliptin was discontinued, was the patient rechallenged?”

 
Submit your response as amendments to the 3 alogliptin NDAs.   Let me know if you have any
questions and please confirm receipt of this email.
 
 

Regards,
Rich
 

_______________________________________________________________________________________________________
Richard Whitehead, MS; Regulatory Project Manager; FDA/CDER/OND/ODEII/DMEP; 10903 New Hampshire Avenue,

WO22 Room 3121, Silver Spring, MD 20993; 301.796.4945; richard.whitehead@fda.hhs.gov
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From: Whitehead, Richard
To: Cosner, Sandra (TGRD) (sandra.cosner@takeda.com)
Subject: NDA22271/NDA22426 Information Request
Date: Friday, September 21, 2012 7:49:00 AM

NDA 22271 alogliptin

NDA 22426 alogliptin/pioglitazone FDC

Sandy,

FDA is requesting that you provide the information below to NDA 22271 and NDA 22426. 

"On August 16, 2012, you submitted an updated pediatric deferral request containing revised clinical
study dates to alogliptin/metformin FDC NDA 203-414 but not alogliptin NDA 222-71 or
alogliptin/pioglitazone FDC NDA 22-426.  Please submit the updated pediatric deferral information to
NDAs 22-271 and 22-426."

 

Let me know if you have any questions.  Please confirm receipt of this email.

Regards,

Rich
_______________________________________________________________________________________________________

Richard Whitehead, MS; Regulatory Project Manager;  FDA/CDER/OND/ODEII/ Division of Metabolism and Endocrinology Products;

(t) 301.796.4945; (f)  301.796.9712; richard.whitehead@fda.hhs.gov

Reference ID: 3192604



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

RICHARD E WHITEHEAD
09/21/2012

Reference ID: 3192604



From: Whitehead, Richard
To: Cosner, Sandra (TGRD) (sandra.cosner@takeda.com)
Subject: NDA 022426 and NDA 022271 Acknowledge- Class 2 Response Letters
Date: Wednesday, September 12, 2012 2:50:00 PM

NDA 022426
NDA 022271
 
Dear Ms. Cosner:
 
In reference to the Acknowledge- Class 2 Response Letters sent for NDA 022426 and NDA 022271
on August 10, 2012, please note that the user fee goal date is not correct in each letter.  The
correct user fee goal date for NDA 022426 should state January 27, 2013 and for NDA 022271 the
date should be January 26, 2013.   Let me know if you have any questions.  Please confirm receipt
of this email
 
 

Regards,
Rich
 

_______________________________________________________________________________________________________
Richard Whitehead, MS; Regulatory Project Manager;  FDA/CDER/OND/ODEII/ Division of Metabolism and Endocrinology Products;

(t) 301.796.4945; (f)  301.796.9712; richard.whitehead@fda.hhs.gov
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

 
NDA 022426 ACKNOWLEDGE – 

 CLASS 2 RESPONSE 
 
Takeda Pharmaceuticals U.S.A., Inc. 
Attention: Sandra D. Cosner, R.Ph. 
Associate Director, Regulatory Affairs 
One Takeda Parkway 
Deerfield, IL 60015-2235 
 
 
Dear Ms. Cosner: 
 
We acknowledge receipt on July 27, 2012, of your July 27, 2012, resubmission of your new drug 
application (NDA) submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act 
for alogliptin-pioglitazone fixed-dose combination tablets. 
 
We consider this a complete, class 2 response to our action letter dated April 25, 2012.  
Therefore, the user fee goal date is January 27, 2012. 
 
If you have any questions, call me at (301) 796-4945. 
 

Sincerely, 
 

{See appended electronic signature page} 
 

Richard Whitehead 
Regulatory Project Manager 
Division of Metabolism & Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

Reference ID: 3172980



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

MEHREEN HAI
08/10/2012

Reference ID: 3172980



1

Sharma, Khushboo

From: Sharma, Khushboo
Sent: Monday, July 30, 2012 1:36 PM
To: 'sandra.cosner@takeda.com'
Cc: Hai, Mehreen
Subject: Information needed for NDAs 22-271 and 22-426

Dear Sandra,

We are reviewing the CMC section of your NDAs mentioned above and need the following clarification and information 
from you as soon as possible:

1.  Include all the facilities information (facility address, contact name, phone number and fax number) in the Form 356H 
and clearly state whether there is any change in the commercial manufacturing or testing facility since the last submission 
for both the NDAs (i.e. new sites or deleted sites).
2.  Please state if the resubmission includes any new CMC information.

If your response can be found in the contents of your submission, just cite those sections of the submission that are 
relevant to the issues under consideration. Otherwise, please provide the appropriate information as an amendment to 
the submission. In addition, a copy of your response submitted by e-mail (khushboo.sharma@fda.hhs.gov) will expedite 
the review of your request. In your cover letter refer to the date on which this information was requested. Please 
acknowledge the receipt of this email and provide the time line of the amendment submission. 

Thank you

Khushboo Sharma
Regulatory Health Project Manager
FDA/CDER/OPS/ONDQA
Division of New Drug Quality Assessment III
Phone (301)796-1270
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 MEMORANDUM OF TELECON 
 
 
DATE:  April 16, 2012 (12:00 – 1:00 P.M. EST) 
 
APPLICATION NUMBER:  Pending NDA 022271 and NDA 022426  
 
DRUG NAME:  Alogliptin tablets  
     Alogliptin and pioglitazone fixed-dose combination tablets 
 
BETWEEN: 
 
Takeda Global Research and Development Center, Inc.  
Sandra Cosner, RPh - Associate Director, Regulatory Affairs 
Penny Fleck, MT - Senior Director, Clinical Science 
Thomas Harris, RPh - Vice President, Regulatory Affairs 
Qais Mekki, MD, PhD - Vice President, Pharmacovigilance 
Azmi Nabulsi, MD - President, Takeda Global Research and Development 
Neila Smith, MD - Executive Medical Director, Pharmacovigilance 
Thomas Strack, MD - Therapeutic Area Head, Diabetes, Pharmaceutical Drug Development 
Allison Villinski, MS - Director, Regulatory Affairs 
 
External hepatology consultants for Takeda: 

 
AND 
 
Office of New Drugs 
Curtis Rosebraugh, MD - Director, Office of Drug Evaluation II 
Mary Parks, MD - Director, Division of Metabolism and Endocrinology Products (DMEP) 
Hylton Joffe, MD, M.M.Sc. - Diabetes Team Leader, DMEP 
Valerie Pratt, MD - Clinical Reviewer, DMEP 
Mehreen Hai, PhD - Regulatory Project Manager, DMEP 
  
Office of Surveillance and Epidemiology 
Leonard Seeff, MD - Hepatologist 
John Senior, MD - Hepatologist 
Allen Brinker, MD, MS - Medical Team Leader, Division of Pharmacovigilance I (DPV I) 
Margarita Tossa, MS - Safety Regulatory Project Manager 

 
  
SUBJECT: Discussion regarding cases of hepatic injury associated with use of alogliptin 
 

Reference ID: 3122920

(b) (4)



Background 
 
Alogliptin is a dipeptidyl peptidase-4 (DPP-4) inhibitor that has been developed as an adjunct to 
diet and exercise to improve glycemic control in adults with type 2 diabetes mellitus. Alogliptin 
is a fourth-in-class new molecular entity. The NDA for alogliptin was submitted on December 
27, 2007, and was issued a Complete Response letter on June 26, 2009. Pioglitazone is a 
peroxisome proliferator-activated receptor (PPAR)-gamma agonist, and was approved by the 
FDA on July 15, 1999, under NDA 021073 (Tradename: Actos). The NDA for alogliptin-
pioglitazone fixed-dose combination tablets was submitted on September 19, 2008, and was 
issued a Complete Response letter on September 2, 2009.  
 
Takeda resubmitted both NDAs on July 25, 2011. On November 16, 2011, the review clock was 
extended by 3 months based on liver analyses submitted at our request, resulting in a PDUFA 
goal date of April 25, 2012.  
 
During the review of the resubmissions, several pre- and post-marketing cases of liver injury 
associated with the use of alogliptin were identified. These cases were adjudicated to determine 
relatedness to alogliptin by the FDA hepatologists in the Office of Surveillance and 
Epidemiology, Dr. Leonard Seeff and Dr. John Senior, and also by Takeda’s independent 
consultants   
 
While near-consensus was reached for most cases by these four hepatologists, one case in 
particular, TCI2011A04573, was adjudicated differently. This teleconference was arranged to 
allow discussion between the hepatologists regarding this case and, if needed, any additional 
cases.  
 
 
Teleconference 
 
After a brief introduction by Dr. Thomas Harris from Takeda, the four hepatologists discussed case 
TCI2011A04573. Dr. Seeff’s opinion was that this case was probably related to the drug, while  

 considered it unlikely to be drug-related, and  considered it to be possibly related to 
the drug  considered this case to be more likely due to autoimmune 
hepatitis, noting the coexisting autoimmune thyroid disease and the rebound in the liver test elevations 
with tapering of the glucocorticoid dose. Dr. Seeff remained unconvinced given the negative 
autoimmune serologies and the development of liver injury coincident with the use of alogliptin. Dr. 
Joffe also questioned whether the rebound convincingly is related to the glucocorticoid taper as the 
liver tests improved despite a continued reduction in the glucocorticoid dose. There was also a brief 
discussion of six other cases: TCI2011A03640, TCI2010A05612, TCI2011A04039, TCI2011A06837, 
TCI2012A01179 and TCI2011A06481, with Dr. Seeff noting that he and  are 
better aligned in their assessments for these cases than case TC2011A04573. At the end of the 
teleconference call, Dr. Parks stated that FDA is concerned with the signal for hepatotoxicity with 
alogliptin.  
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_________________________________________________________________________________
Memo prepared by:   Mehreen Hai, Ph.D. 

Regulatory Project Manager 
Division of Metabolism & Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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Hai, Mehreen

From: Hai, Mehreen
Sent: Wednesday, April 18, 2012 2:44 PM
To: 'Cosner, Sandra (TGRD)'
Subject: Info Request for NDA 22271 and 22426

Hi Sandy,
We have the following information request for the alogliptin NDAs:
 
Please refer to your November 7, 2011, response to our October 24, 2011, information request.

Table 7 in your November 7, 2011, submission (ongoing Study 402 alone) shows that 18 alogliptin-treated 
patients and 13 placebo-treated patients had a baseline ALT >3x ULN.
Table 8 in your November 7, 2011, submission (all completed phase 2/3 trials, including the Japanese phase 2/3 
trials and ongoing Study 402) shows that 30 alogliptin-treated patients and 10 comparator-treated patients had a 
baseline ALT >3x ULN.

Please clarify the following:
1. Did all controlled phase 2/3 trials have ALT exclusion criteria except for Study 402? Were there any ALT 
exclusion criteria for the controlled phase 2/3 Japanese studies that were included in Table 8?
2. Clarify why the number of comparator-treated patients with baseline ALT >3x ULN is higher in Study 402 alone 
(n=13) compared to the pooled phase 2/3 database that includes Study 402 (n=10).
3. Did all the patients with baseline ALT >3x ULN in Tables 7 and 8 receive randomized study medication and 
have at least one post-baseline ALT value or do these tallies include some patients who were excluded from the 
trial? 

Please respond as soon as possible.
Thanks! 

Mehreen Hai, Ph.D.
Regulatory Project Manager
Division of Metabolism & Endocrinology Products
Center for Drug Evaluation and Research
Food and Drug Administration
mehreen.hai@fda.hhs.gov
Ph: 301-796-5073
Fax: 301-796-9712
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Hai, Mehreen

From: Hai, Mehreen
Sent: Wednesday, April 18, 2012 3:18 PM
To: 'Cosner, Sandra (TGRD)'
Subject: RE: Info Request for NDA 22271 and 22426

Hi Sandy,
Please add the following two items to the information request below:

1. Clarify whether the patients who developed treatment-emergent ALT >10x ULN in the controlled phase 2/3 
database all had ALT >3x ULN at baseline. What happened to ALT during the randomized treatment period for 
those with ALT >3x ULN at baseline?

2. At the teleconference call, we requested an estimate of patient-year exposures anticipated for Study 402 at the 
time 1.3 is met. When do you anticipate submitting this information?

Thanks!

Mehreen Hai, Ph.D.
Regulatory Project Manager
Division of Metabolism & Endocrinology Products
Center for Drug Evaluation and Research
Food and Drug Administration
mehreen.hai@fda.hhs.gov
Ph: 301-796-5073
Fax: 301-796-9712

_____________________________________________ 
From: Hai, Mehreen  
Sent: Wednesday, April 18, 2012 2:44 PM
To: 'Cosner, Sandra (TGRD)'
Subject: Info Request for NDA 22271 and 22426

Hi Sandy,
We have the following information request for the alogliptin NDAs:
 
Please refer to your November 7, 2011, response to our October 24, 2011, information request.

Table 7 in your November 7, 2011, submission (ongoing Study 402 alone) shows that 18 alogliptin-treated 
patients and 13 placebo-treated patients had a baseline ALT >3x ULN.
Table 8 in your November 7, 2011, submission (all completed phase 2/3 trials, including the Japanese phase 2/3 
trials and ongoing Study 402) shows that 30 alogliptin-treated patients and 10 comparator-treated patients had a 
baseline ALT >3x ULN.

Please clarify the following:
1. Did all controlled phase 2/3 trials have ALT exclusion criteria except for Study 402? Were there any ALT 
exclusion criteria for the controlled phase 2/3 Japanese studies that were included in Table 8?
2. Clarify why the number of comparator-treated patients with baseline ALT >3x ULN is higher in Study 402 alone 
(n=13) compared to the pooled phase 2/3 database that includes Study 402 (n=10).
3. Did all the patients with baseline ALT >3x ULN in Tables 7 and 8 receive randomized study medication and 
have at least one post-baseline ALT value or do these tallies include some patients who were excluded from the 
trial? 

Please respond as soon as possible.
Thanks! 

Mehreen Hai, Ph.D.

Reference ID: 3118706
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Regulatory Project Manager
Division of Metabolism & Endocrinology Products
Center for Drug Evaluation and Research
Food and Drug Administration
mehreen.hai@fda.hhs.gov
Ph: 301-796-5073
Fax: 301-796-9712

Reference ID: 3118706
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Hai, Mehreen

From: Hai, Mehreen
Sent: Monday, April 02, 2012 4:01 PM
To: 'Cosner, Sandra (TGRD)'
Subject: Info requests for NDA 22271 and 22416

Hi Sandy,
We have the following information requests for the alogliptin NDAs:

Regarding your cardiovascular trial (EXAMINE):

1.  Have you completed enrollment in EXAMINE?  Please provide 'n' for alogliptin and control who have had at 
least 6 months of exposure to treatment.
2.  If answer to Q1 is 'no', how many patients have been randomized to alogliptin and control at present?  How 
many of these have had at least 6 months of exposure to treatment?
3.  If answer to Q1 is 'no', when do you anticipate completion of enrollment?  And from this estimate, when do 
you anticipate all 5400 patients planned for study to have had at least 6 months of exposure to treatment?

Regarding the follow-up report  that was submitted on March 30, 2012, for liver-related case TCI2012A01179: 

4. The recent update for case TCI2012A01179 requires additional data to determine if the patient had acute 
hepatitis E infection.  Please inquire of the reporting physician(s) whether there are stored, frozen serum 
samples available.  We are specifically looking for HEV IgM and IgG antibodies.  Serial tests of these antibodies 
and HEV RNA by PCR will be extremely useful.

5. Please also inquire of the reporting physician(s) whether an extensive history was taken of the patient's recent 
travels, exposure to animals or eating wild boar, and provide any such report.

Regarding liver-related case TCI2011A06481:

6. For postmarketing liver case TCI2011A06481, clarify whether there are hepatitis E test results available. If this 
patient did not undergo testing for hepatitis E, are there blood samples available that can be tested?

Thanks! 

Mehreen Hai, Ph.D.
Regulatory Project Manager
Division of Metabolism & Endocrinology Products
Center for Drug Evaluation and Research
Food and Drug Administration
mehreen.hai@fda.hhs.gov
Ph: 301-796-5073
Fax: 301-796-9712
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Hai, Mehreen 

From  Hai, Mehreen
Sent  Friday, March 30, 2012 10:23 PM
To  'Cosner, Sandra (TGRD)'
Subject  RE: Info request for NDA 22271 and 22426

3/30/2012

Sandy, 
Thank you, we received your submission today.   
  
We have the the following additional information requests for the alogliptin NDAs:  
  
1. Have you been able to obtain any further information regarding postmarketing case TCI2011A06369? 

2. Please provide us with the assessments from  for postmarketing case TCI2011A06369 and TCI2011A06481. If these assessments have been 
previously submitted to the alogliptin NDA, please point us to their location. 

Thanks!  

Mehreen Hai, Ph.D.  
Regulatory Project Manager  
Division of Metabolism & Endocrinology Products  
Center for Drug Evaluation and Research  
Food and Drug Administration  
mehreen.hai@fda.hhs.gov  
Ph: 301-796-5073  
Fax: 301-796-9712  

  
 

From: Cosner, Sandra (TGRD) [mailto:sandra.cosner@takeda.com]  
Sent: Friday, March 30, 2012 1:15 PM 
To: Hai, Mehreen 
Cc: Cosner, Sandra (TGRD) 
Subject: RE: Info request for NDA 22271 and 22426 
 
Hi Mehreen, 
I wanted to give you a heads up that we are responding to this Information Request today.  Please let me know if you would like for me to email you a copy in addition to the submission. 
Thanks, 
Sandy 
  
Sandra D  Cosner, RPh  
Associate Director, Regulatory Affairs Strategy 
Takeda Global Research and Development Center, Inc   
Office  (224) 554-1957  
Mobile  
Fax (224) 554-7870 
Email: sandra cosner@takeda com 
  
From: Hai, Mehreen [mailto:Mehreen.Hai@fda.hhs gov]  
Sent: Tuesday, March 27, 2012 9:13 PM 
  
 
To: Cosner, Sandra (TGRD) 
Subject: Info request for NDA 22271 and 22426 
  
  
Hi Sandy, 
Please see below the information request for the alogliptin NDAs, that Dr. Parks mentioned during our conversation this afternoon, regarding the liver case that was reported in the safety 
report submitted on Thursday, March 22.  
  

1. Please obtain medical/hospital records to determine if patient was ever febrile or complained of abdominal pain at presentation of this event.  

2. Please obtain a complete report from the pathologist reading the liver biopsy results.  
3. Please inquire if patient has been tested for Hepatitis E.  
  
Thanks!  
  
Mehreen Hai, Ph.D. 
Regulatory Project Manager 
Division of Metabolism & Endocrinology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
mehreen.hai@fda.hhs.gov 
Ph: 301-796-5073 
Fax: 301-796-9712 
  
  

### 
The information contained in this communication is confidential and may be privileged. It is intended only for the use of the addressee and 
 
 
### 
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Hai, Mehreen

From: Hai, Mehreen
Sent: Tuesday, March 27, 2012 10:13 PM
To: 'Cosner, Sandra (TGRD)'
Subject: Info request for NDA 22271 and 22426

Hi Sandy,
Please see below the information request for the alogliptin NDAs, that Dr. Parks mentioned during our conversation this 
afternoon, regarding the liver case that was reported in the safety report submitted on Thursday, March 22. 

1. Please obtain medical/hospital records to determine if patient was ever febrile or complained of abdominal 
pain at presentation of this event. 

2. Please obtain a complete report from the pathologist reading the liver biopsy results.  

3. Please inquire if patient has been tested for Hepatitis E. 

Thanks! 

Mehreen Hai, Ph.D.
Regulatory Project Manager
Division of Metabolism & Endocrinology Products
Center for Drug Evaluation and Research
Food and Drug Administration
mehreen.hai@fda.hhs.gov
Ph: 301-796-5073
Fax: 301-796-9712
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Hai, Mehreen

From: Hai, Mehreen
Sent: Tuesday, March 20, 2012 11:03 AM
To: 'Cosner, Sandra (TGRD)'
Subject: Info request for NDA 22271

Hi Sandy,
We have the following information request for the alogliptin NDAs:

In your third Periodic Safety Update Report you state that the cumulative patient exposure to aloglipin (from 
approval through 15 October 2011) in the Japanese postmarketing setting is estimated to be 117,359 patient-
years. The corresponding estimate for the alogliptin-pioglitazone fixed-dose combination product is 7,215 
patient-years. Please clarify how you calculated these patient-year exposures.

Also, we had estimated that we would get our labeling comments back to you this week, but we will likely be delayed 
again to sometime next week, since our senior reviewers/management are currently engaged in internal discussion, and 
in the process of finalizing their reviews. 

Please let me know if you have any questions. 

Mehreen Hai, Ph.D.
Regulatory Project Manager
Division of Metabolism & Endocrinology Products
Center for Drug Evaluation and Research
Food and Drug Administration
mehreen.hai@fda.hhs.gov
Ph: 301-796-5073
Fax: 301-796-9712
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1

Hai, Mehreen

From: Hai, Mehreen
Sent: Thursday, March 15, 2012 10:13 AM
To: 'Cosner, Sandra (TGRD)'
Subject: Information requests for NDA 22271

Hi Sandy,
We have the following information requests for the alogliptin NDAs:

1. The narratives for the following liver cases contain insufficient information and some of them are poorly 
written with apparent discrepancies within the narrative. Please provide revised narratives that are thorough and 
clear. For each case that you do not attribute to alogliptin, state what you believe to be the alternative etiology: 

OPI-002/831-2508
OPI-001/395-3054
012/961-3006
012/961-2501
TCI2011A02923 (insufficient information to determine whether the cause is hepatitis C or alogliptin-related 
hepatotoxicity).

2. In PSUR 3, the table with cumulative, unlisted serious adverse drug reactions shows one case of red blood cell 
aplasia. Please provide a narrative.

3. As of the May 31, 2011 cutoff date, clarify the extent of patient exposure in Study 012.

4. Provide narratives (or point us to the location within your submissions) for the alogliptin-treated patients in the 
Japanese phase 2/3 trials who discontinued due to drug hypersensitivity, dermatitis bullous, rash, toxic skin 
eruption and face oedema.

5. You table of treatment-emergent adverse events for the pool of phase 2/3 controlled studies shows that 5 
patients reported a serious adverse event of pancreatitis. However, your table of narratives for pancreatitis show 
only 4 patients with serious pancreatitis. Please clarify the apparent discrepancy.

6. Please submit the narrative for the serious adverse event of drug hypersensitivity reported in an alogliptin-
treated patient in your Japanese controlled phase 2/3 trial.

7. Please submit narratives for the alogliptin-treated patients in your phase 2/3 program (including Japanese 
studies and ongoing Study 402) who had adverse events that coded to the preferred terms of angioedema (n=1), 
face oedema (n=6), swelling face (n=3), swollen tongue (n=1), and tongue oedema (n=1).

8. Please submit narratives for the alogliptin-treated patients in your phase 2/3 program (including Japanese 
studies and ongoing Study 402) who had adverse events that coded to the preferred terms of dermatitis 
exfoliative and exfoliative rash.

Thanks! 

Mehreen Hai, Ph.D.
Regulatory Project Manager
Division of Metabolism & Endocrinology Products
Center for Drug Evaluation and Research
Food and Drug Administration
mehreen.hai@fda.hhs.gov
Ph: 301-796-5073
Fax: 301-796-9712
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From: Hai, Mehreen
To: "Cosner, Sandra (TGRD)"
Subject: Comments re. REMS for NDA 022426
Date: Thursday, March 01, 2012 12:31:00 PM
Attachments:  REMS document-FDA edits-1March2012.doc

 REMS comments-1March2012.pdf

Hi Sandy, 
Please find attached our comments/edits regarding the the alogliptin-pioglitazone REMS that you
submitted on September 12, 2011.

Please let me know if you have any questions.

Mehreen Hai, Ph.D. 
Regulatory Project Manager 
Division of Metabolism & Endocrinology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
mehreen.hai@fda.hhs.gov 
Ph: 301-796-5073 
Fax: 301-796-9712
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From: Hai, Mehreen
To: "Cosner, Sandra (TGRD)"
Subject: Labeling comments for NDA 22271 and 22426 - Round 2
Date: Friday, February 17, 2012 8:27:00 PM
Attachments: Nesina-PI-FDA EDITS-17February2012.doc

OSENI-PI-FDA EDITS-17February2012.doc
FDA Response to Takeda re. Section 13.1 (2-17-12).pdf

Hi Sandy, 
Please find attached our second round of edits to the package inserts (PI) for alogliptin and alogliptin-
pioglitazone, incorporating comments from all disciplines. The edits to the alogliptin-pioglitazone PI are
minimal, as we have focused on the alogliptin PI during this round. We have requested that you
incorporate the relevant changes in the alogliptin PI to the alogliptin-pioglitazone PI as well. We remind
you once again that we are sending you these labeling comments as per our previous discussions
regarding the timeline for labeling, and that this does not reflect on the final regulatory decision for
these applications.

Once again, please accept all FDA edits that you agree with. The document that you return to us
should only show in tracked changes (1) any new edits Takeda has made to our prior edits and (2) any
new edits from Takeda unrelated to our prior edits. To help avoid confusion, please delete outdated
comments and formatting bubbles. Please leave only comment and formatting bubbles relevant to this
round of labeling negotiations in the label. When you add a comment bubble, please state " Takeda
response to FDA change or Takeda Comment." This will be useful for showing which edits come from
FDA vs. which edits were from Takeda . You only need to add a comment bubble responding to our
bubbles in cases where you disagree with our comment or if you want to provide additional information
you want us to consider. So, not all comment bubbles necessarily need to have an accompanying
response comment bubble from you.

Please also find attached a document containing our response to your document explaining the
rationale for your edits made in Paragraph 2 of Section 13.1 (Carcinogenesis, Mutagenesis, Impairment
of Fertility), that you emailed me on February 9, 2012, along with your first round of edits to the
alogliptin and alogliptin-pioglitazone package inserts.

We request that you respond with your edits and comments by Monday, February 27, 2012. 
Please confirm receipt of this email, and let me know if you have any questions. 
Thanks! 

Mehreen Hai, Ph.D. 
Regulatory Project Manager 
Division of Metabolism & Endocrinology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
mehreen.hai@fda.hhs.gov 
Ph: 301-796-5073 
Fax: 301-796-9712
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FDA Response to Takeda’s document explaining the rationale for the edits made in 
Paragraph 2 of Section 13.1 (Carcinogenesis, Mutagenesis, Impairment of Fertility), 
emailed by Sandra Cosner (Takeda) to Mehreen Hai (FDA) on February 9, 2012 

 

The Division and the Executive CAC considered your arguments that no carcinogenic 
effect of alogliptin was observed in the two-year rat bioassay. We recognize that these 
arguments were made in the original study report from  in 2007, which were 
reviewed by the Division and thoroughly discussed with the Executive CAC at that time. 
We disagreed then and we continue to disagree with the interpretation that the C-cell 
findings in rats, particularly in male rats, were a spurious finding and not related to 
alogliptin. Based on the multiple to clinical exposure of the NOAEL, we agree that the 
finding in rats does not pose a substantial carcinogenic risk to human subjects under 
conditions of clinical use. This is explicitly stated in the proposed label. However, 
statistically significant tumor findings in rodent bioassays are nevertheless described in 
drug labels and, when supportive data are available, the findings are put in context 
regarding the human relevance of the finding.  

 

Specific responses to your arguments are as follows: 

 

Takeda Comments 1 & 2: 

 Statistical analyses of hyperplasia, adenoma, or carcinoma separately only 
showed significance in the incidence of adenomas in males at the mid-dose (400 
mg/kg/day) and not at the high-dose (800 mg/kg/day).  

 No statistical significance was noted in the combined incidence of hyperplasia, 
adenoma, and carcinoma.  

FDA Response:  Hyperplasia, adenoma, and carcinoma of thyroid C-cells are 
considered a continuum of histological changes with preneoplastic lesions often 
proceeding to benign and then occasionally to malignant neoplasms. Consistent with 
McConnell’s publication (1986), the incidence of C-cell benign and malignant 
tumors are combined for statistical comparisons. Hyperplasia is excluded from 
analysis because this lesion is not a neoplasm and hyperplasia is not typically 
diagnosed when neoplasms are present in the same organ. Statistical analysis 
demonstrates that the combined incidence of C-cell adenoma and carcinoma 
increased at the mid and high doses of alogliptin in male rats with statistical 
significance by trend and pair-wise comparison. This outcome will not change.  

 

Takeda Comment 3: 

 The incidence of adenomas in the control group of this study was lower than that 
seen in the Historical Control (HC) data from the testing laboratory. And, 
although the percentage of thyroid c-cell adenomas in alogliptin-treated males 
was slightly higher than the HC, 16.7% and 18.3% (400 and 800 mg/kg/day, 
respectively) compared to 15.4%, the incidences were essentially equivalent 
(10/65 HC versus 10 or 11/60 alogliptin).  
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FDA Response:  A dose response was evident in male animals across the dose range 
for the combined adenoma/carcinoma C-cell findings and, as you note, the incidence 
exceeded historical controls at the high dose. If the observed incidences were indeed 
random variation around a historical mean, the probability that a dose response is 
observed in the relevant endpoint is very low. The increased incidence in females 
dosed with alogliptin but without a clear dose-dependence may in fact reflect a 
plateau in response; however, because statistical significance was not evident in 
females, the Executive CAC recommended against including this finding in the drug 
label.  

 

Takeda comment 4:  

 The dose response for both adenomas and precursory hyperplastic lesions in the 
thyroid c-cell was weak.  

FDA Response: See response to Comments 1, 2 & 3, above.  

 

Takeda comment 5: 
 There is no evidence of mutagenicity in any of the nonclinical assays with 

alogliptin.  

FDA Response:  We agree that genotoxicity is not relevant to this case. Rather, we 
interpret this finding as evidence of a non-genotoxic carcinogenic response to 
alogliptin. Findings of C-cell tumors in rats have been observed with direct acting 
GLP1 agonists, suggesting a biologically plausible mechanism for the effects 
observed with alogliptin, which indirectly increases GLP1. 
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From: Hai, Mehreen
To: "Cosner, Sandra (TGRD)"
Subject: Info request for NDA 022271 and 022426
Date: Wednesday, February 15, 2012 12:06:00 PM

Hi Sandy, 
We have the following information request for the alogliptin NDAs:

In the November 7, 2011 submission to NDAs 022271 and 022426, in the During Treatment
column of Table 8, you list 2, 8, 11, and 21 All Alogliptin subjects with ALT > 20x, >10x, >8x, and
>5x ULN, respectively, and 6 All Comparator subjects with ALT >5x or >8x ULN. Within 1 week,
submit narratives for these cases that are sorted by the degree of ALT elevation and treatment
group. Submit these narratives to NDAs 022271, 022426, and 203414.

Thanks!

Mehreen Hai, Ph.D. 
Regulatory Project Manager 
Division of Metabolism & Endocrinology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
mehreen.hai@fda.hhs.gov 
Ph: 301-796-5073 
Fax: 301-796-9712

Reference ID: 3088003



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

MEHREEN HAI
02/15/2012

Reference ID: 3088003



From: Hai, Mehreen
To: "Cosner, Sandra (TGRD)"
Subject: Labeling comments for NDA 22271 and 22426
Date: Thursday, January 26, 2012 3:18:00 PM
Attachments: Nesina-PI-FDA EDITS-26January2012.doc

-PI-FDA EDITS-26January2012.doc

Hi Sandy, 
Please find attached our first round of edits to the package inserts for alogliptin and alogliptin-
pioglitazone, incorporating comments from CMC, Pharm/Tox, Statistics and Clinical Pharmacology.
Clinical comments are still pending, and will be provided to you once the clinical review is complete.
We remind you that we are sending you these labeling comments as per our previous discussions
regarding the timeline for labeling, and that this does not reflect on the final regulatory decision for
these applications.

Please accept all FDA edits that you agree with. The document that you return to us should only show
in tracked changes (1) any new edits Takeda has made to our prior edits and (2) any new edits from
Takeda unrelated to our prior edits. To help avoid confusion, please delete outdated comments and
formatting bubbles. Please leave only comment and formatting bubbles relevant to this round of
labeling negotiations in the label. When you add a comment bubble, please state " Takeda response to
FDA change or Takeda Comment." This will be useful for showing which edits come from FDA vs.
which edits were from Takeda . You only need to add a comment bubble responding to our bubbles in
cases where you disagree with our comment or if you want to provide additional information you want
us to consider. So, not all comment bubbles necessarily need to have an accompanying response
comment bubble from you.

Please confirm receipt of this email, and let me know if you have any questions. Once you've had a
chance to review our comments, please let me know when we can expect to receive your response.

Thanks! 
  

Mehreen Hai, Ph.D. 
Regulatory Project Manager 
Division of Metabolism & Endocrinology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
mehreen.hai@fda.hhs.gov 
Ph: 301-796-5073 
Fax: 301-796-9712
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

NDA 022426 
PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 

Takeda Global Research & Development Center, Inc. 
One Takeda Parkway 
Deerfield, IL 60015-2235 
 
Attention:  Sandra D. Cosner, RPh 
  Associate Director, Regulatory Affairs 
 
Dear Ms. Cosner: 
 
Please refer to your New Drug Application (NDA) dated September 19, 2008, received 
September 22, 2008 and to your Class 2 Resubmission dated July 25, 2011, received July 25, 
2011, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for 
Alogliptin and Pioglitazone Tablets, 12.5 mg/15 mg, 12.5 mg/30 mg, 12.5 mg/45 mg,  
25 mg/15 mg, 25 mg/30 mg, and 25 mg/45 mg. 
 
We also refer to your October 18, 2011, correspondence, received October 19, 2011, requesting 
review of your proposed proprietary name, Oseni. We have completed our review of the 
proposed proprietary name, Oseni, and have concluded that it is acceptable.  
 
The proposed proprietary name, Oseni, 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 October 18, 2011, submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review.  
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NDA 022426 
Page 2 
 

 

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Margarita Tossa, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-4053.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager 
Mehreen Hai at (301) 796-5073.   

 
     Sincerely, 
 
     {See appended electronic signature page}   

      
Carol Holquist, RPh  
Director  
Division of Medication Error Prevention and Analysis  
Office of Medication Error Prevention and Risk Management  
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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From: Hai, Mehreen
To: "Cosner, Sandra (TGRD)"
Subject: Information request for alogliptin
Date: Wednesday, December 14, 2011 12:04:00 PM
Attachments: IR for NDA 22271.pdf

Hi Sandy, 
Please find attached an information request for NDAs 22271 and 22426. 
Thanks!

Mehreen Hai, Ph.D. 
Regulatory Project Manager 
Division of Metabolism & Endocrinology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
mehreen.hai@fda.hhs.gov 
Ph: 301-796-5073 
Fax: 301-796-9712

Reference ID: 3058354



Information request concerning elderly study 303: 
 
The inspection findings are pending for site #3018 (Lagrosa) involved in study SYR-
322_303. Therefore, for this study, please analyze the following without site #3018 and 
complete the table below: 

 HbA1c change from baseline at week 52 for A) FAS/LOCF; B) PPS/LOCF 
 HbA1c ≤ 7.0 at week 52 for FAS/LOCF (responder analysis).    

 
Please also calculate two-sided 95% CI's of the treatment arm comparisons and complete 
the table below.  We are using Tables 11.b and 11.h from the clinical report for Study 303 
as models for this table. 
 
Study 303: HbA1c change from baseline at week 52  
Analysis population 
Study week 
Treatment groups 

N Baseline mean 
(SD) 

Adjusted mean 
change from 
baseline at 

endpoint ± SE1 

Difference in 
adjusted mean 

change  
(95% CI) 1 

 
 
 

P-value  
1.  HbA1c change from baseline at week 52 

A.  FAS/LOCF 
Alogliptin       
Glipizide      

B.  PPS/LOCF 

Alogliptin       
Glipizide       

2.  HbA1c ≤ 7.0; Week 52; FAS/LOCF 
  n (%)  Odds Ratio2 

(95% CI) 
 

Alogliptin      
Glipizide      

Notes: 
1  Analysis for HbA1c change from baseline:  The adjusted mean change from baseline at week 26 and the 

difference in the adjusted mean change were estimated from the primary analysis of covariance model, with 
treatment, study schedule and geographic region as class variables, and baseline HbA1c as a covariate.  

2  Analysis for HbA1c ≤ 7.0:  The logistic regression model included effects for treatment, geographic region, study 
schedule and baseline HbA1c.   
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2

Regulatory Health Project Manager for Quality
Office of New Drug Quality Assessment (ONDQA)
Center of New Drug Evaluation and Research
Phone: 301-796-4085
Fax: 301-796-9748
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From: Hai, Mehreen
To: "Cosner, Sandra (TGRD)"; 
Subject: RE: Nov 16 Information Request for NDA 22-271
Date: Monday, December 05, 2011 12:47:29 PM

Sandy, 
Thanks for the clarification.
To clarify something from our end, please submit  report, and highlight where his assessment differs from  

 
 
Thanks!

Mehreen Hai, Ph.D.  
Regulatory Project Manager  
Division of Metabolism & Endocrinology Products  
Center for Drug Evaluation and Research  
Food and Drug Administration  
mehreen.hai@fda.hhs.gov  
Ph: 301-796-5073  
Fax: 301-796-9712 

 
 

From: Cosner, Sandra (TGRD) [mailto:sandra.cosner@takeda.com]  
Sent: Monday, December 05, 2011 10:22 AM 
To: Hai, Mehreen 
Cc: Cosner, Sandra (TGRD) 
Subject: RE: Nov 16 Information Request for NDA 22-271 
 
Hi Mehreen,
I apologize for any confusion.  When I had sent you the email on Thursday I was not aware we would receive  report 
earlier than expected.  Then we received it Friday morning and therefore submitted on that same day.  This is the same 
submission I said we would submit the week of Dec. 12, again, sorry for the confusion.
 
We will work on your additional request below and get back to you soon.
Thanks, 
Sandy
 
Sandra D. Cosner, RPh  
Associate Director, Regulatory Affairs Strategy 
Takeda Global Research and Development Center, Inc.  
Office  (224) 554-1957 
Mobile 
Fax (224) 554-7870 
Email: sandra.cosner@takeda.com 
 
 
 

From: Hai, Mehreen [mailto:Mehreen.Hai@fda.hhs.gov]  
Sent: Friday, December 02, 2011 8:58 PM 
To: Cosner, Sandra (TGRD) 
Subject: RE: Nov 16 Information Request for NDA 22-271
 
Thanks, Sandy. I'm a bit confused - you say in your email below that you will be submitting  evaluation around 
December 16. Is this different from what you submiited to the NDAs today?
 
Also, we request that you provide  evaluation for the cases in which his conclusions differed from  

 conclusions. 
 

Mehreen Hai, Ph.D.  
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Regulatory Project Manager  
Division of Metabolism & Endocrinology Products  
Center for Drug Evaluation and Research  
Food and Drug Administration  
mehreen.hai@fda.hhs.gov  
Ph: 301-796-5073  
Fax: 301-796-9712 

 
 

From: Cosner, Sandra (TGRD) [mailto:sandra.cosner@takeda.com]  
Sent: Thursday, December 01, 2011 11:11 AM 
To: Hai, Mehreen 
Cc: Cosner, Sandra (TGRD) 
Subject: Nov 16 Information Request for NDA 22-271

Dear Mehreen-
 
I wanted to quickly follow up on the Agency’s November 16th information request regarding the receipt of additional 
information requested from   Since the Agency’s request requires  to evaluate information from the ongoing 
CV outcomes trial (Study 402; EXAMINE), Takeda has unblinded  per internal Standard Operating Procedures.   

has received all of the unblinded information from the submission provided to the Agency on November 7th and is 
currently evaluating the data.  Takeda expects to receive his expert opinion and submit it to the FDA by no later than the week 
of December 12th.  
 
In the spirit of transparency, Takeda also wanted to inform the FDA that an additional hepatologist,  

 received the serious, non-serious and post-marketing cases (and these only) in a blinded fashion following the Agency’s 
October 24th request for information.  Takeda has received  evaluation of the blinded cases and this evaluation is 
generally aligned with the information included in Appendix 1 of  review provided to FDA on November 7th.  Takeda, 
therefore, is not planning on including this report in the mid-December submission.  Takeda is also not requesting additional 
feedback from  in an effort to minimize the number of individuals unblinded to alogliptin data, but is instead 
focusing on providing the Agency with  overall  interpretation per your request  in an expedited fashion.
 
If you should have any questions please feel free to contact me.  Thanks!
 
Kindest Regards,
Sandy
 
Sandra D. Cosner, RPh  
Associate Director, Regulatory Affairs Strategy 
Takeda Global Research and Development Center, Inc.  
Phone (224) 554-1957 
Mobile 
Fax (224) 554-3646 
Email: scosner@tgrd.com 
 
###
The information contained in this communication is confidential and may be privileged. It is 
intended only for the use of the addressee and is the property of Takeda. Unauthorized use, 
disclosure, or copying of this communication, or any part thereof, is strictly prohibited and 
may be unlawful. If you received this communication in error, please notify me immediately by 
return e-mail and destroy this communication and all copies thereof, including all attachments.
 
 
###
 
###
The information contained in this communication is confidential and may be privileged. It is 
intended only for the use of the addressee and is the property of Takeda. Unauthorized use, 
disclosure, or copying of this communication, or any part thereof, is strictly prohibited and 
may be unlawful. If you received this communication in error, please notify me immediately by 
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return e-mail and destroy this communication and all copies thereof, including all attachments.

###
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

NDA 022271 REVIEW EXTENSION –  
NDA 022426 MAJOR AMENDMENT 
 
 
Takeda Global Research & Development Center, Inc. 
Attention: Sandra D. Cosner, R.Ph. 
Manager, Regulatory Affairs 
One Takeda Parkway 
Deerfield, IL 60015-2235 
 
 
Dear Ms. Cosner: 
 
Please refer to the July 25, 2011, resubmissions of your New Drug Applications (NDAs) 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for alogliptin 
tablets and for alogliptin-pioglitazone fixed-dose combination tablets. 
 
We also refer to our October 24, 2011, request that you conduct a comprehensive evaluation of 
liver-related adverse events that have occurred with alogliptin-containing products in your global 
clinical trial database and postmarketing setting. This information request was triggered by a 
postmarketing case of biochemical Hy’s Law (TCI2011A04573) and numerical imbalances for 
alogliptin vs. comparator in serum alanine aminotransferase (ALT) elevations in your phase 2/3 
program, particularly in your ongoing cardiovascular outcomes trial (Study 402).  
 
On November 7, 2011, we received your response dated November 7, 2011, to this information 
request. We have determined that this 281-page response qualifies as a major amendment to your 
applications. Therefore, this is considered a solicited major amendment. We also note that the 
receipt date is within three months of the user fee goal date. Therefore, we are extending the goal 
date by three months to provide time for a full review of the submission. The extended user fee 
goal date is April 25, 2012.  
 
If you have any questions, please call Mehreen Hai, Ph.D., Regulatory Project Manager, at 
301-796-5073. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Mary H. Parks, M.D. 
Director 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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From: Hai, Mehreen
To: "Cosner, Sandra (TGRD)"; 
Subject: Information request for alogliptin
Date: Thursday, October 27, 2011 4:14:07 PM
Attachments: N22271 Info Request 10-27-11.pdf 

Hi Sandy,
Please find attached an information request for NDA 22271 and 22426. 
Please let me know if you have any questions. 
 
Mehreen Hai, Ph.D.  
Regulatory Project Manager  
Division of Metabolism & Endocrinology Products  
Center for Drug Evaluation and Research  
Food and Drug Administration  
mehreen.hai@fda.hhs.gov  
Ph: 301-796-5073  
Fax: 301-796-9712 

Reference ID: 3035820



Please submit the following within 3 weeks after receiving this information request. 
 
1.  Please clarify the acute pancreatitis search method used in the August 24, 2011, 
Analysis of Similar Events Summary submitted to alogliptin IND 69,707.  In addition, 
clarify why the Integrated Summary of Clinical Safety in your Complete Response for 
alogliptin describes seven cases of acute pancreatitis (narrow scope) in controlled trials 
whereas the August 24, 2011, IND submission describes six cases in completed, 
randomized, controlled trials. Did your August 24, 2011, IND submission include a 
search for reports of acute pancreatitis in your completed Japanese controlled clinical 
trials? If not, query your phase 2 and phase 3 Japanese trials for acute pancreatitis using 
the same approach that you used for acute pancreatitis in your Integrated Summary of 
Clinical Safety for the non-Japanese pooled phase 2 and phase 3 trials. Please provide 
narratives for all postmarketing events of acute pancreatitis and all serious events of acute 
pancreatitis from your phase 2 and phase 3 Japanese trials. 
 
2.  Please provide a search of the clinical trials included in your Complete Response 
(including your Japanese controlled clinical trials and your uncontrolled open-label 
study) and postmarketing safety database for serious and nonserious events of 
hypersensitivity reactions. For this analysis, use the following SMQs: Anaphylactic 
Reaction (all narrow search terms and those patients meeting the Anaphylactic Reaction 
SMQ algorithm), Angioedema (show results using narrow search terms separately to 
results using broad search terms), and Severe Cutaneous Adverse Reactions (show results 
using narrow search terms separately to results using broad search terms).  For the 
controlled clinical trials (including the Japanese trials), please tally events by the 
following treatment groups:  alogliptin 25 mg, all alogliptin, all active comparators, and 
placebo. Present these results for all events (serious + non-serious) as well as separately 
for serious and non-serious events. Include in the top row of each table the number and 
percentage of patients reporting at least 1 event. Show the results from each SMQ in 
separate tables. Using only the narrow search terms for the three SMQs, calculate the 
number and percentage of patients in each treatment group who reported at least one 
hypersensitivity event (i.e., anaphylactic reaction and/or angioedema and/or severe 
cutaneous reactions).  Please submit narratives for all serious events identified (or direct 
us to their location in your Complete Response). 
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From: Hai, Mehreen
To: "Cosner, Sandra (TGRD)"; 
Subject: Information request for NDA 22271
Date: Monday, October 24, 2011 3:11:25 PM
Attachments: NDA 22271 and NDA 22426 IR.pdf 

Hi Sandy,
Please find attached an information request for NDA 22271 and 22426. 
Please let me know if you have any questions.
 

Mehreen Hai, Ph.D.  
Regulatory Project Manager  
Division of Metabolism & Endocrinology Products  
Center for Drug Evaluation and Research  
Food and Drug Administration  
mehreen.hai@fda.hhs.gov  
Ph: 301-796-5073  
Fax: 301-796-9712 
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We are interested in obtaining more comprehensive, updated information regarding any 
potential cases of drug-induced hepatotoxicity in your global clinical trial and 
postmarketing database for alogliptin.  
 
Please submit your response to the following within 2 weeks of receiving this 
information request. 

1. Query your global clinical trial database for cases of serious liver-related adverse 
events (including the need for liver transplantation or death) reported in 
alogliptin-treated patients or in patients who are still on blinded study medication.  
Provide detailed narratives for any cases that were not included in your NDA 
submission or resubmission. 

2. In your NDA resubmission, you provide a Periodic Safety Update Report for 
alogliptin that contains a line listing of several postmarketing liver-related adverse 
events, such as non-serious adverse events of “Hepatic Function Abnormal” and 
“Liver Disorder”. We could not locate narratives for these potential adverse 
events of interest. Re-query your global postmarketing database for serious and 
non-serious cases of liver-related adverse events. Provide detailed narratives for 
all identified cases. 

3. Query your global clinical trial and postmarketing database for cases meeting the 
biochemical definition of Hy's Law (ALT > 3x ULN and total bilirubin > 2x 
ULN). Provide detailed narratives for those cases that were not included in your 
NDA submission or resubmission.  

4. In your NDA resubmission, the interim results from Study 402 show a numerical 
imbalance not favoring alogliptin with regard to the percentage of patients with 
serum ALT >3x ULN, >5x ULN, and >8x ULN. Re-analyze these liver data using 
updated data from this trial (ensure that this analysis is adequately firewalled so as 
not to impact integrity of the ongoing study). For this new analysis, also include 
ALT >10x ULN and ALT >20x ULN. 

5. Provide an updated analysis showing the number and percentage of individuals 
with serum ALT >3x ULN, ALT>5x ULN, ALT>10x ULN, and ALT>20x ULN 
based on all of your completed, controlled, phase 2 and phase 3 clinical studies to 
date. Include updated data from Study 402. Include data from your IND and non-
IND studies (e.g., include data from the studies conducted for the Japanese 
regulatory authorities). Show these data for each alogliptin dose and for each 
comparator as well as for all alogliptin dose groups combined and all comparators 
combined. Include an analysis that accounts for patient-year exposure. Provide 
detailed narratives for those cases with serum ALT >5x ULN that were not 
included in your NDA submission or resubmission. 

 
For requests 1-3 above, your searches for cases should include all available sources (e.g., 
spontaneous reports, post-marketing studies, completed or ongoing clinical studies) and 
should include patients who are on blinded study medication. Include cases involving any 
individual who has ever taken alogliptin for any duration, either alone or in combination 
with other medications (including as a fixed-dose combination). The source of the data 

Reference ID: 3033669



should be clearly indicated.  Be sure to list the specific databases you queried and include 
the search strategy.  

Include all cases (whether or not they were adjudicated) regardless of the reporters’, 
investigators’, or sponsor’s attribution of causality—even if you believe there are 
potential confounders or plausible alternative etiologies.  

Include data from all sponsored (whether or not they were designated as IND studies) and 
non-sponsored clinical studies.  

Include updated information regarding the estimated number of patients for whom 
alogliptin products have been prescribed in the countries where these products are 
approved.  

Include information on the number of patients treated with alogliptin products and 
comparators in your clinical trials database, including data on duration of exposure and 
alogliptin dose.  

Please submit the requested information to both the alogliptin and alogliptin/pioglitazone 
FDC NDAs. 
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From: Hai, Mehreen
To: "Cosner, Sandra (TGRD)"; 
Subject: Information request for NDA 22271
Date: Tuesday, September 27, 2011 2:09:47 PM
Attachments: Alo IR.pdf 

Hi Sandy,
Please find attached an information request for NDA 22271 and 22426. 
Please let me know if you have any questions.
 

Mehreen Hai, Ph.D.  
Regulatory Project Manager  
Division of Metabolism & Endocrinology Products  
Center for Drug Evaluation and Research  
Food and Drug Administration  
mehreen.hai@fda.hhs.gov  
Ph: 301-796-5073  
Fax: 301-796-9712 

Reference ID: 3021137



For Study SYR-322_301, the inclusion criteria include apolipoprotein E 3/3 or 
apolipoprotein E 3/4 phenotype positivity prior to baseline.  Please clarify why 
this was a required inclusion criterion and how it impacts generalizability of 
results to the overall type 2 diabetes population. 
 
For Study SYR-322_303: 
1.  Please complete the following table. 
2.  Please run the following sensitivity analyses using the same methodology that 
was used for the primary efficacy analysis. Each analysis should be performed 
using both the FAS (using LOCF after rescue) and PPS: 
Analysis 1: For the glipizide arm, only include patients who reached a final 
glipizide dose of 10 mg daily. 
Analysis 2: For the glipizide arm, only include patients who either reached a final 
glipizide dose of 10 mg daily or who were downtitrated from 10 mg due to 
hypoglycemia. 
3. For glipizide, the maximum recommended total daily dose is 40 mg. Clarify 
why you limited the glipizide dose to only 10 mg daily, particularly if patients did 
not achieve adequate glycemic control on this dose. 
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Number / %

I.  Glipizide arm (+ alogliptin placebo)  
 A.  Received at least one dose of glipizide 5 mg  
  1.  Not uptitrated  
   a.  Not rescued  
    i.   Completed the study  
    ii.  Discontinued the study  
   b.  Was rescued (after week 12)  
  2.  Uptitrated to glipizide 10 mg (sometime in weeks 1-12)  
   a.  Not downtitrated  
    i.  Not rescued  
     - Completed the study  
     - Discontinued the study  
    ii.  Rescued  
   b.  Downtitrated (any time from uptitration week 

through week 52) 
 

    i.  Not rescued  
     - Completed the study  
     - Discontinued the study  
    ii.  Rescued  
 B.  Did not receive at least one dose of glipizide 5 mg (these 

subjects are not in the FAS?) 
 

II.  Alogliptin arm (+ glipizide placebo)  
 A.  Received at least one dose of glipizide placebo 5 mg  
  1.  Not uptitrated  
   a.  Not rescued  
    i.   Completed the study  
    ii.  Discontinued the study  
   b.  Rescued (after week 12)  
  2.  Uptitrated to glipizide placebo 10 mg (sometime in 

weeks 1-12) 
 

   a.  Not downtitrated  
    i.  Not rescued  
     - Completed the study  
     - Discontinued the study  
    ii.  Rescued  
   b.  Downtitrated (any time from uptitration week 

through week 52) 
 

    i.  Not rescued  
     - Completed the study  
     - Discontinued the study  
    ii.  Rescued  
 B.  Did not receive at least one dose of glipizide placebo 5 mg (these 

subjects are not in the FAS?) 
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From: Hai, Mehreen
To: Cosner, Sandra (TGRD); 
Subject: Info request
Date: Tuesday, September 20, 2011 2:17:37 PM

 
Hi Sandy,  
Got your voicemail from earlier today. I'm working from home today, but I'm 
happy to talk tomorrow, if you like. We don't need anything further for the 
pediatric plan/history, or the REMS. Regarding the inspections, that is handled 
by the Office of Scientific Investigations. If there are any further inspections to be 
done, they will get in touch with you in a timely manner, but if you still have 
questions, I can find out who you need to contact in OSI. 

In the meantime, we have the following information request, related to the site 
inspections: 

For studies 303 and OPI-004, were all subjects who were discontinued due 
to lack of efficacy actually rescued from hyperglycemia?  Were there any 
subjects who were rescued from hyperglycemia who were not classified as 
having been discontinued due to lack of efficacy? Provide a list of rescued 
subjects by study site for these trials. Also provide a list of subjects who 
were discontinued due to lack of efficacy by study site for these trials.

Please provide a response at your earliest convenience.  
Thanks! 

Mehreen Hai, Ph.D.  
Regulatory Project Manager  
Division of Metabolism & Endocrinology Products  
Center for Drug Evaluation and Research  
Food and Drug Administration  
mehreen.hai@fda.hhs.gov  
Ph: 301-796-5073  
Fax: 301-796-9712 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

 
NDA 022271 
NDA 022426 INFORMATION REQUEST 
 
CERTIFIED MAIL 
RETURN RECEIPT REQUESTED 
 
Takeda Global Research & Development Center, Inc. 
Attention: Sandra D. Cosner, R.Ph. 
Associate Director, Regulatory Affairs 
One Takeda Parkway 
Deerfield, IL 60015-2235 
 
 
Dear Ms. Cosner: 
 
Please refer to your New Drug Applications (NDAs) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act for alogliptin tablets and for alogliptin-pioglitazone fixed-
dose combination tablets. 
 
FDA investigators have identified significant violations to the bioavailability and bioequivalence 
requirements of Title 21, Code of Federal Regulation, Part 320 in bioanalytical studies conducted 
by Cetero Research in Houston, Texas (Cetero).1 The pervasiveness and egregious nature of the 
violative practices by Cetero has led FDA to have significant concerns that the bioanalytical data 
generated at Cetero from April 1, 2005 to June 15, 2010, as part of studies submitted to FDA in 
New Drug Applications (NDA) and Supplemental New Drug Applications (sNDA) are 
unreliable. FDA has reached this conclusion for three reasons: (1) the widespread falsification of 
dates and times in laboratory records for subject sample extractions, (2) the apparent 
manipulation of equilibration or “prep” run samples to meet pre-determined acceptance criteria, 
and (3) lack of documentation regarding equilibration or “prep” runs that prevented Cetero and 
the Agency from determining the extent and impact of these violations.   
 
Serious questions remain about the validity of any data generated in studies by Cetero Research 
in Houston, Texas during this time period. In view of these findings, FDA is informing holders 
of approved and pending NDAs of these issues. 
 
The impact of the data from these studies (which may include bioequivalence, bioavailability, 
drug-drug interaction, specific population, and others) cannot be assessed without knowing the 
details regarding the study and how the data in question were considered in the overall 
development and approval of your drug product. At this time, the Office of New Drugs is 
                                                           
1 These violations include studies conducted by Bioassay Laboratories and BA Research International specific to the 
Houston, Texas facility.  
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searching available documentation to determine which NDAs are impacted by the above 
findings. 
 
To further expedite this process, we ask that you inform us if you have submitted any studies 
conducted by Cetero Research in Houston, Texas during the time period of concern (April 1, 
2005 to June 15, 2010). Please submit information on each of the studies, including supplement 
number (if appropriate), study name/protocol number, and date of submission. With respect to 
those studies, you will need to do one of the following: (a) re-assay samples if available and 
supported by stability data, (b) repeat the studies, or (c) provide a rationale if you feel that no 
further action is warranted.  
 
Please respond to this query within 30 days from the date of this letter. 
 
This information should be submitted as correspondence to your NDAs. In addition, please 
provide a desk copy to: 
 

Office of New Drugs 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Bldg. 22, Room 6300 
Silver Spring, MD 20993-0002 
 

 
If you have any questions, call Mehreen Hai, Ph.D., Regulatory Project Manager, at  
(301) 796-5073. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Mary H. Parks, M.D. 
Director 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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From: Hai, Mehreen
To: "Cosner, Sandra (TGRD)"; 
Subject: RE: NDA 22-426 REMS query
Date: Wednesday, August 31, 2011 12:55:39 PM

Hi Sandy,
Thanks for emailing me your REMS related questions. Please see our response below:
 
Please submit the REMS and the REMS supporting document as directed in the REMS notification letter.  You can 
reference the previously submitted Medication Guide.  There will not have been sufficient market uptake of  to 
justify conducting the first assessment with the other pioglitazone products; however, if the assessment of the other pio 
products is adequate, then you will be able to request removal of the REMS for all of the pio products, including   
 
Please let me know if this is unclear.  
 
Mehreen Hai, Ph.D.  
Regulatory Project Manager  
Division of Metabolism & Endocrinology Products  
Center for Drug Evaluation and Research  
Food and Drug Administration  
mehreen.hai@fda.hhs.gov  
Ph: 301-796-5073  
Fax: 301-796-9712 
 
 

From: Cosner, Sandra (TGRD) [mailto:scosner@tgrd.com]  
Sent: Wednesday, August 31, 2011 10:37 AM 
To: Hai, Mehreen 
Subject: NDA 22-426 REMS query 
 
Dear Mehreen,
In reference to the FDA letter on the Pre-approval REMS notification dated August 23, 2011, I would like to clarify a few 
questions.   

 
 

  
 

 
 

 
Takeda plans on submitting a REMS document as requested for NDA 22-426 however would like to propose that the 
medication guide will not be resubmitted with the REMS at this time as it had been previously submitted at the time of the 
resubmission on July 25, 2011.  The Medication Guide will need to be updated to incorporate the most recent updates from 
the Actos medication guide with respect to bladder cancer, however, Takeda would propose to provide this revised 
Medication Guide later during the review at the time of label negotiations 
Does the Agency agree with these proposals?
 
I look forward to your response.  Thanks in advance.
Best regards,
Sandy
 
 
 
Sandra D. Cosner, RPh  
Associate Director, Regulatory Affairs Strategy 
Takeda Global Research and Development Center, Inc.  
Phone (224) 554-1957 
Fax (224) 554-3646 
Email: scosner@tgrd.com 
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###
The information contained in this communication is confidential and may be 
privileged. It is intended only for the use of the addressee and is the property of 
Takeda. Unauthorized use, disclosure, or copying of this communication, or any part 
thereof, is strictly prohibited and may be unlawful. If you received this 
communication in error, please notify me immediately by return e-mail and destroy 
this communication and all copies thereof, including all attachments.

###
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

 
NDA 022271 ACKNOWLEDGE – CLASS 2 RESPONSE 
NDA 022426  INFORMATION REQUEST 
 
 
Takeda Global Research & Development Center, Inc. 
Attention: Sandra D. Cosner, R.Ph. 
Manager, Regulatory Affairs 
One Takeda Parkway 
Deerfield, IL 60015-2235 
 
 
Dear Ms. Cosner: 
 
We acknowledge receipt on July 25, 2011, of your July 25, 2011, resubmissions of your new 
drug applications (NDAs) submitted under section 505(b) of the Federal Food, Drug, and 
Cosmetic Act for alogliptin tablets and for alogliptin-pioglitazone fixed-dose combination 
tablets. 
 
We consider these to be complete, class 2 responses to our action letters dated June 26, 2009 (for 
alogliptin) and September 2, 2009 (for alogliptin-pioglitazone fixed-dose combination). 
Therefore, the user fee goal date for both NDAs is January 25, 2011. 
 
We have the following comments and information requests. We request a prompt written 
response in order to continue our evaluation of your NDAs. 
 
1. Tables 8.4.2.6Ra, 8.4.2.7Ra, 8.4.2.8Ra, and 8.4.2.9Ra in the Integrated Analysis of Safety 

show adverse events by renal function (estimated using Cockcroft-Gault and MDRD 
formulas) for your controlled phase 2/3 trials. To facilitate our review, please submit revised 
tables presenting these data as follows: 

• Show only n (%) for each treatment group so that, for a given preferred term (PT), all 
treatment groups fit on one page. 

• Show results by System Organ Class and PT, but include only those PTs reported in >2% 
of all alogliptin-treated patients. 

 
2. Figure 1 in the alogliptin NDA shows a graphical display of when the first primary MACE 

composite event occurred relative to the index acute coronary syndrome (ACS) event in 
cardiovascular study SYR-322_402. Please also submit the previously requested subgroup 
analysis evaluating the primary and secondary endpoints according to subjects with an index 
ACS event ≤2 months vs. >2 months prior to randomization.   
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3. For the alogliptin NDA, there are 36 subjects who were randomized to study SYR-322 402 
and appear in the dataset D mace for SYR-322 402 located in Section 5.3.5.1.21.1.1, but do 
not appear in the dataset D mace, combined across studies, in Section 5.3.5.3.25.1.1. Please 
clarify why these subjects do not appear in the combined dataset.  

 
4. Submit an updated pediatric development plan for both NDAs that addresses our comments 

from the End-of-Review meeting held on February 23, 2010. This plan should include your 
currently proposed ages for waiver and deferral requests together with supporting rationale. 
For those pediatric studies you wish to defer, provide synopses as well as a timeline for 
completion of the studies (this should include the date by when the final protocols will be 
submitted, the date by when the studies will be completed, and the data by when the 
complete study reports will be submitted to FDA). When determining a date for final 
protocol submission, you should ensure that there is sufficient time to allow FDA feedback 
on your draft protocols (the protocol will only be considered final after FDA agrees with the 
study design). We recommend that you request a full waiver for the alogliptin-pioglitazone 
fixed-dose combination tablet because of safety concerns with use of pioglitazone in children 
(e.g., risk of bladder cancer, bone effects). 

 
5. Clarify whether there are other completed or ongoing Phase 3 studies with alogliptin or 

alogliptin-pioglitazone fixed-dose combination tablets that were not included in the 
resubmissions. 

 
 
If you have any questions, please call Mehreen Hai, Ph.D., Regulatory Project Manager, at 
301-796-5073. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Mary H. Parks, M.D. 
Director 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
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 022426 
PRE-APPROVAL REMS NOTIFICATION 

 
 
Takeda Global Research & Development Center, Inc. 
Attention: Sandra D. Cosner, R.Ph. 
Manager, Regulatory Affairs 
One Takeda Parkway 
Deerfield, IL 60015-2235 
 
 
Dear Ms. Cosner: 
 
Please refer to your July 25, 2011, New Drug Application (NDA) submitted under section 505(b) 
of the Federal Food, Drug, and Cosmetic Act (FDCA) for (alogliptin/pioglitazone 
fixed-dose combination) Tablets 12.5 mg/15 mg, 12.5 mg/30 mg, 12.5 mg/45 mg, 25 mg/15 mg, 
25 mg/30 mg and 25 mg/45 mg. 
 
Please also refer to your approved risk evaluation and mitigation strategies (REMS) for:  

• ACTOS (pioglitazone hydrochloride), originally approved on September 14, 2009 and 
modified on February 3, 2011 and August 4, 2011. 

• ACTOPLUS MET (pioglitazone hydrochloride and metformin hydrochloride) fixed-dose 
combination, originally approved on September 14, 2009, and modified on October 21, 
2009 and August 4, 2011. 

• ACTOPLUS MET XR (pioglitazone hydrochloride and metformin hydrochloride 
extended-release) fixed-dose combination, originally approved on May 12, 2009 and 
modified on December 22, 2010 and August 4, 2011. 

• DUETACT (pioglitazone hydrochloride and glimepiride) fixed-dose combination, 
originally approved on September 9, 2009 and modified on August 4, 2011. 

These REMS consist of a Medication Guide and a timetable for submission of assessments of the 
REMS. 
 
Section 505-1 of the FDCA authorizes FDA to require the submission of a REMS, if FDA 
determines that such a strategy is necessary to ensure that the benefits of the drug outweigh the 
risks [section 505-1(a)].   
 
In accordance with section 505-1 of FDCA, we have determined that a REMS is necessary for 

 (alogliptin/pioglitazone fixed-dose combination) to ensure the benefits of the drug 
outweigh the risks of congestive heart failure in patients being treated with pioglitazone.   
 
Your proposed REMS must include the following: 
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Under 21 CFR 208.24(d), you are responsible for ensuring that the label of each container or 
package includes a prominent and conspicuous instruction to authorized dispensers to provide a 
Medication Guide to each patient to whom the drug is dispensed, and states how the Medication 
Guide is provided.  You should submit marked up carton and container labels of all strengths and 
formulations with the required statement alerting the dispenser to provide the Medication Guide.  
We recommend one of the following statements, depending upon whether the Medication Guide 
accompanies the product or is enclosed in the carton (for example, unit of use): 
 

 “Dispense the enclosed Medication Guide to each patient.” or 
 “Dispense the accompanying Medication Guide to each patient.” 

 
For administrative purposes, designate the proposed REMS submission as “PROPOSED REMS 
for NDA 022426” and all subsequent submissions related to the proposed REMS as 
“PROPOSED REMS-AMENDMENT for NDA 022426.”  If you do not submit electronically, 
please send 5 copies of your REMS-related submissions. 

 
If you have any questions, please call Mehreen Hai, Ph.D., Regulatory Project Manager, at 
301-796-5073. 
 

Sincerely, 
{See appended electronic signature page} 

Amy G. Egan, M.D., M.P.H. 
Deputy Director for Safety 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 

 
ENCLOSURES: 
 REMS Appendices A and B 
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Initial REMS Approval: XX/XXXX 
Most Recent Modification: XX/XXXX 

 

APPENDIX A:  MEDICATION GUIDE REMS TEMPLATE 
 

Application number TRADE NAME (DRUG NAME) 

 
Class of Product as per label 

Applicant name 

Address 

Contact Information 

 
RISK EVALUATION AND MITIGATION STRATEGY (REMS) 
 
I.  GOAL(S): 
To inform patients about the serious risks associated with the use of [drug name]. 

 
II.  REMS ELEMENTS: 
 
 A.  Medication Guide or PPI 
 
A Medication Guide will be dispensed with each [drug name] prescription in accordance with 21 
CFR 208.24. 
 
 B.  Timetable for Submission of Assessments [include only for NDA and BLA, not 

ANDA] 
 
For products approved under an NDA or BLA, specify the timetable for submission of 
assessments of the REMS.  The timetable for submission of assessments shall be no less frequent 
than by 18 months, 3 years, and in the 7th year after the REMS is initially approved. You should 
specify the reporting interval (dates) that each assessment will cover and the planned date of 
submission to the FDA of the assessment.  To facilitate inclusion of as much information as 
possible while allowing reasonable time to prepare the submission, the reporting interval covered 
by each assessment should conclude no earlier than 60 days before the submission date for that 
assessment. For example, the reporting interval covered by an assessment that is to be submitted 
by July 31st should conclude no earlier than June 1st. 
 
Include the following paragraph in your REMS: 
 
COMPANY will submit REMS Assessments to the FDA <<Insert schedule of assessments: at a 
minimum, by 18 months, by 3 years and in the 7th year from the date of approval of the 
REMS.>> To facilitate inclusion of as much information as possible while allowing reasonable 
time to prepare the submission, the reporting interval covered by each assessment should 
conclude no earlier than 60 days before the submission date for that assessment.  COMPANY 
will submit each assessment so that it will be received by the FDA on or before the due date. 
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APPENDIX B:   
 
REMS SUPPORTING DOCUMENT TEMPLATE 
MEDICATION GUIDE REMS 
 
This REMS Supporting Document should include the following listed sections 1 through 6.  
Include in section 4 the reason that the Medication Guide proposed to be included in the REMS 
is necessary to ensure that the benefits of the drug outweigh the risks. 
 
1. Table of Contents 

2. Background 

3. Goals 

4. Supporting Information on Proposed REMS Elements 

a. Medication Guide 

b. Describe in detail how you will comply with 21 CFR 208.24 

c. Timetable for Submission of Assessments of the REMS (for products approved under 
and NDA or BLA) 

5. REMS Assessment Plan (for products approved under a NDA or BLA) 

6. Other Relevant Information 
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From: Hai, Mehreen
To: "Cosner, Sandra (TGRD)"; 
Subject: Response to NDA 22426 submission dated July 27, 2011
Date: Tuesday, August 09, 2011 10:35:28 AM

 
Hi Sandy,  
Please see our response below to your July 27, 2011 submission to the alogliptin-
pioglitazone NDA 22426, regarding the drug product dissolution method. Your 
comments and questions are in plain font, and our response is in bold font. 

========================================================== 

1.  Takeda has demonstrated that the pioglitazone specification of Q=  in 30 
minutes is fully justified and capable of discriminating important product 
differences/changes. Takeda requests FDA’s concurrence.

 FDA Response: We do not agree with this proposal because the data 
presented show that a Q =  at 15 minute can be met for pioglitazone.

2.   If the Agency does not concur with point #1 above, Takeda will commit to 
further evaluate product release and stability data for pioglitazone dissolution from 
SYR-322-4833 tablets at both 15 and 30 minutes for one year after product 
approval, while maintaining the current specification of Q=  in 30 minutes.

a.   In the course of this one year evaluation period post-approval, Takeda would 
collect release data for multiple commercial lots and stability data at testing 
intervals up to 24 months.

b.  At the end of the one year period, if the additional data clearly support the 
specification change, Takeda would commit to implementing and reporting the 
revised  specification from Q=  in 30 minutes to Q=  in 15 
minutes in the first Annual Report.

c.   However, if the additional data do not support the change in the dissolution 
specification to Q=  in 15 minutes, Takeda would provide, for the Agency’s 
review, the data and the justification for maintaining the specification at Q=  at 
30 minutes.

FDA Response: Your second proposal is acceptable. 

Reference ID: 2997624
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=================================================== 

Please let me know if you have any questions.  
Thanks! 

Mehreen Hai, Ph.D.  
Regulatory Project Manager  
Division of Metabolism & Endocrinology Products  
Center for Drug Evaluation and Research  
Food and Drug Administration  
mehreen.hai@fda.hhs.gov  
Ph: 301-796-5073  
Fax: 301-796-9712 
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Marchick, Julie

From: Marchick, Julie
Sent: Thursday, July 28, 2011 10:53 AM
To: 'allison.villinski@tgrd.com'; 'scosner@tgrd.com'
Cc: Hai, Mehreen
Subject: NDA 22271 and NDA 22426 Alogliptin and Alogliptin/Pioglitazone - Information Request

Good Morning Allison and Sandy,

We have the following requests.  Please let us know when you anticipate you will be able to submit this information.

1.  In the preliminary minutes for our June 20, 2011 meeting, we provided a list of the information needed to determine which 
clinical site inspections will be conducted for EXAMINE.  We could not find this information in the NDA submission.  Please 
clarify where this information is located in the NDA submission. If it is not in the NDA, please submit the information. At a 
minimum, we need the following information for Study 402 as soon as possible to start the inspection process:
(A) a listing by site of the number of patients screened, enrolled and discontinued,
(B) a listing of the contact information for each site.  You may model your response on that found under Module 5.3.5.1.7 for 
Study SYR-322-303 in your Alogliptin submission.

2.  Please submit an updated pediatric development plan with timelines for NDAs 22-271 and 22-426. This plan should include 
your currently proposed ages for waiver and deferral requests together with supporting rationale. For those pediatric studies you 
wish to defer, provide synopses as well as a timeline for completion of the studies (this should include the date when the final 
protocols will be submitted, the date when the studies will be completed, and the data when the complete study reports will be 
submitted to FDA). When determining a date for final protocol submission, you should ensure that there is sufficient time to allow 
FDA feedback on your draft protocols (the protocol will only be considered final after FDA agrees with the study design).

Thanks,
Julie

Julie Marchick
Acting Chief, Regulatory Project Management Staff
Division of Metabolism and Endocrinology Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
301-796-1280 (phone)
301-796-9712 (fax)
julie.marchick@fda.hhs.gov

Reference ID: 2980281
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From: Hai, Mehreen
To: "Cosner, Sandra (TGRD)"; 
Subject: Response to your questions
Date: Wednesday, July 20, 2011 4:51:51 PM

 
Hi Sandy,  
In response to the two questions you asked me on Monday: 

1) Regarding the information we need for the clinical site inspections, please 
provide only the following info for each of the other Phase 3 trials that you plan to 
include in the NDA resubmission, in a tabular format by site. 

a.  Number of subjects screened for each site by site 
b.  Number of subjects randomized for each site by site 
c.  Number of subjects treated who prematurely discontinued 

for each site by site  

Please try to include this information in the NDA resubmission. Also, in response 
to your voicemail this morning, please also include this information for the studies 
that have been inspected previously, since that is likely to have been a while 
ago. You can mention in your submission that they were previously inspected. 

2) Regarding the response to our Biopharm comment, you may respond to our 
comment after resubmission of the NDA. However, it will be better if you can 
send us a concurrence as soon as possible about whether or not you agree to 
our request so that you can update your ongoing stability program based on our 
proposed specification. Also, if you have samples taken as per our 
recommendation, you need to submit them as soon as possible. But none of this 
should hold up your NDA resubmission.

Please let me know if this is not clear.  
I'm working from home today, so please email me if you need further clarification. 

Mehreen Hai, Ph.D.  
Regulatory Project Manager  
Division of Metabolism & Endocrinology Products  
Center for Drug Evaluation and Research  
Food and Drug Administration  
mehreen.hai@fda.hhs.gov  
Ph: 301-796-5073  

Reference ID: 2976808



Fax: 301-796-9712 

Reference ID: 2976808



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

MEHREEN HAI
07/21/2011

Reference ID: 2976808



    

       

 

  
  

    
    

  

       
     
   

   
   

   

              
            

   

              
                

              
         

               
            

         

 

     

   
   

     
     
      

      

   



      
        

    

  
  

    
  

  
  

 
  

  
  

  
   

    
   

   

 
 

      
 

     
  
      
      

       

    
   

    
   

     
     

   
   

   
      

     
     

      
    

   
   

   
   

  
   

   
   

   
   

   
   

   

   

     
 

    
   

    
    

    
    

   
   



     
  

 

  

   
      

            
            

             
         
              

                 
 

                
              

              
     

  

                
                 

        

  

             
               

                 
              
 

                
            

          

          
            

               
          

             
           

               
            

              
              
                 

  

   





     
  

 

    
      

             
              

              
          

                
 

         

              
                

         

            
                 

              
               
 

          

              
             

      

             
           

   

                
             

             
    

         

                 
             
      

             
             

               
                 

  

         

 

   















           
          

 

 

  
 

   



1

Sharma, Khushboo

From: Sharma, Khushboo
Sent: Thursday, July 14, 2011 11:54 AM
To: 'scosner@tgrd.com'
Subject: NDA 22-426 Response to 5/31/2011 submission

Dear Ms. Cosner,

Please refer to your NDA submitted under section 505(b) of the Federal Food, Drug and Cosmetic Act for 
Alogliptin/Pioglitazone Fixed Dose Combination (FDC) Tablets.  We also refer to your amendment dated May 31, 2011.

We have the following comments and recommendation:

Please adopt a Q=  at 15 minutes for pioglitazone using the proposed dissolution method with PEAK vessels 
at 50rpm.  You are advised to contact the Agency with supportive data at 15 minutes for pioglitazone if problems 
arise in adhering to the above specifications.

Please let me know if you have any questions or concerns.  

Khushboo Sharma
Regulatory Health Project Manager
FDA/CDER/OPS/ONDQA
Division of New Drug Quality Assessment III
Phone (301)796-1270

Reference ID: 2973778
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From: Hai, Mehreen
To: "Idemoto, Christie Ann (TGRD)"; 
Subject: RE: alogliptin NDA 22-271: follow-up on March 15 submission
Date: Tuesday, April 20, 2010 2:39:47 PM

Hi Christie,
We have finished reviewing the lists of PT terms that were submitted on March 15, 2010, and have found them acceptable. 
Please let me know if you have any questions. 
 
Mehreen Hai, Ph.D.  
Regulatory Project Manager  
Division of Metabolism & Endocrinology Products  
Center for Drug Evaluation and Research  
Food and Drug Administration  
mehreen.hai@fda.hhs.gov  
Ph: 301-796-5073  
Fax: 301-796-9712 
 
 

From: Idemoto, Christie Ann (TGRD) [mailto:cidemoto@tgrd.com]  
Sent: Tuesday, April 13, 2010 5:42 PM 
To: Hai, Mehreen 
Subject: RE: alogliptin NDA 22-271: follow-up on March 15 submission 
 
Hi Mehreen, 
 
I apologize for the confusion.  Let me try to clarify – there are two reasons new terms have been added to the skin reaction PT 
list: 
 

1.       New terms added as a result of versioning from MedDRA 10.0 (version used for the original NDA) to MedDRA 12.1
•    These terms are highlighted in yellow and listed as NEW in the attached.

 
2.       New terms added as result of the Division’s recommendation to include terms related to skin ulceration, skin necrosis, 
skin mixed cell inflammation, skin hemorrhage, edema and skin granulation tissue

•    These terms are listed as NEW (but not highlighted in yellow) in the attached. 
 
If you still need further clarification or have additional questions, please contact me directly.  I am happy to discuss by phone. 
 
Thanks,
Christie
____________________________
Christie Ann Idemoto
(  Office: 847.582.3506 Cell:  
 

From: Hai, Mehreen [mailto:Mehreen.Hai@fda.hhs.gov]  
Sent: Tuesday, April 13, 2010 10:41 AM 
To: Idemoto, Christie Ann (TGRD) 
Subject: RE: alogliptin NDA 22-271: follow-up on March 15 submission
 
Hi Christie,
We should be able to review the PT terms in another week or so. But we are a little bit confused about which of the PT terms are 
recently added, that we need to particularly focus on. Can you please clarify that? 
 
Thanks!

Mehreen Hai, Ph.D.  
Regulatory Project Manager  
Division of Metabolism & Endocrinology Products  
Center for Drug Evaluation and Research  
Food and Drug Administration  
mehreen.hai@fda.hhs.gov  
Ph: 301-796-5073  

(b) (6)



Fax: 301-796-9712 

 
 

From: Idemoto, Christie Ann (TGRD) [mailto:cidemoto@tgrd.com]  
Sent: Friday, April 09, 2010 11:34 AM 
To: Hai, Mehreen 
Subject: FW: alogliptin NDA 22-271: follow-up on March 15 submission

Hi Mehreen, 
 
Do you have a status update on the Division’s review of the attached lists of PT terms?  
 
Any questions, please let me know. 
 
Thanks,
Christie
____________________________
Christie Ann Idemoto
(  Office: 847.582.3506 Cell:  
 

From: Idemoto, Christie Ann (TGRD)  
Sent: Wednesday, March 24, 2010 2:32 PM 
To: Hai, Mehreen 
Subject: alogliptin NDA 22-271: follow-up on March 15 submission
 
Dear Mehreen, 
 
Thank you very much for sending Takeda the FDA’s meeting minutes from our February 23 Type B meeting.  We are currently 
reviewing the minutes in detail and will advise you if we have any significant differences in understanding. 
 
On March 15, 2010, we submitted TGRD’s Type B meeting minutes to NDA 22-271; and, in addition (based on action items from 
the Type B meeting), the following were also provided for FDA’s review and comment:  

•         List of MedDRA PT Terms for PCDR analysis 
•         List of MedDRA PT Terms for CEC adjudication 

 
Please let me know when we can expect FDA to complete their review of the above PT lists. I have attached these PT lists + 
submission cover letter to this email for ease of review.  
 
Any questions, please let me know.  
 
Thanks very much in advance,
 
Christie
_______________________________
Christie Ann Idemoto
Associate Director, Regulatory Affairs 
Takeda Global Research & Development Center, Inc. 
+ 675 N. Field Drive, Lake Forest, IL 60045 
(  Office: 847.582.3506 
     Cell:  
*  Email: cidemoto@tgrd.com

 
###
This message is for the designated recipient only and may contain privileged or confidential 
information.  If you have received it in error, please notify the sender immediately and delete 
the original.  Any other use of the email by you is prohibited.
 
 
###

(b) (6)

(b) (6)



Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
NDA-22426 GI-1 TAKEDA GLOBAL

RESEARCH
DEVELOPMENT
CENTER INC

ALOGLIPTIN/PIOGLITAZONE
TABLET

NDA-22271 GI-1 TAKEDA GLOBAL
RESEARCH
DEVELOPMENT
CENTER INC

NESINA TABLETS
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

  Food and Drug Administration 
Silver Spring, MD 20993 

 

 

NDA 22-426 INFORMATION REQUEST LETTER 
 
 
Takeda Global Research & Development Center, Inc. 
Attention:  Sangeeta Gupte, PhD 
Product Manager, Regulatory Affairs 
675 N. Field Drive 
Lake Forest, IL 60045-4832 
 
Dear Dr. Gupte: 
 
Please refer to your September 19, 2008, new drug application (NDA) submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for  (alogliptin/pioglitazone fixed-
dose combination) Tablets. 
 
We are reviewing the Chemistry, Manufacturing and Controls section of your submission and 
have the following comments and information requests.  We request a prompt written response 
in order to continue our evaluation of your NDA. 

 
1. We recommend these dissolution conditions: Medium – 900 mL of pH 2.2 Sorensen 

buffer without deaeration, Apparatus 2, and Paddle rotation speed of 50 rpm. 
 
2. The Q for pioglitazone should be changed  to  in 30 minutes at 50 rpm. 
 

If you have any questions, call Julie Marchick, Regulatory Project Manager, at (301) 796-1280. 
 

Sincerely, 
 

{See appended electronic signature page} 
 

Mary H. Parks, M.D. 
Director 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

 
 

(b) (4)(b) (4)
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From: Marchick, Julie

To: "Gupte, Sangeeta (TGRD)"; "Idemoto, Christie Ann (TGRD)"; 

CC:

Subject: NDA 22-426 Alogliptin/Pioglitazone FDC - Information 
Request

Date: Wednesday, May 20, 2009 10:18:32 AM

Attachments:

Good Morning, 

We have two more requests for you.  

1. Please calculate the number of subjects exposed to alogiptin+pioglitazone for 
>6, >12, and >18 months in controlled trials TZD-009, OPI-002, and OPI-001.  
Please run a second analysis which also includes the uncontrolled data from 
OLE-012 study 009 subgroup, which was included in the 120-day safety update.  
Please run a third analysis which also includes the uncontrolled data from OLE-
012 study 009, OPI-002, and OPI-001 subgroups.  

2. Please clarify why the 120-day safety update "include[d] data from all subjects 
in study 009 who received at least 1 dose of alogliptin either in study 009 or upon 
entering study 012 while maintaining concomitant pioglitazone therapy" but did 
not include data from similar patients in studies OPI-002 and OPI-001.

Let me know if you have any questions. 

Thanks,  
Julie 

Julie Marchick  
Regulatory Project Manager  
Division of Metabolism and Endocrinology Products  
Center for Drug Evaluation and Research  
Food and Drug Administration  
301-796-1280 (phone)  
301-796-9712 (fax)  



julie.marchick@fda.hhs.gov 
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From: Marchick, Julie

To: "Idemoto, Christie Ann (TGRD)"; "Gupte, Sangeeta (TGRD)"; 

CC:

Subject: NDA 22-271 Alogliptin and NDA 22-246 Alogliptin/
Pioglitazone - Information Requests

Date: Friday, May 01, 2009 8:01:04 AM

Attachments:

Good Morning Christie and Sangeeta, 

We have the following requests.  We ask that you submit the requested 
information by Wednesday, May 6.  

1.  Please calculate the number of subjects exposed to alogliptin for >= 6, >=12, 
and >=18 months.  Please include subjects in NDA 22-271's controlled phase 2/3 
trials and uncontrolled OLE-012 (up to and including the 120 day safety update) 
as well as subjects exposed to alogliptin in NDA 22-426 controlled phase 2/3 
trials (at the time of NDA 22-426 submission).  Please run a second analysis 
which also includes the NDA 22-426 120 day safety update.  Please display data 
for subjects exposed to alogliptin only. As another analysis, please include 
subjects in the alogliptin+pioglitazone arm(s) in NDA 22-426. For all analyses, 
present data by alogliptin dose (explain how you handle patients who switched 
from 12.5 mg to 25 mg) and for combined alogliptin doses.

2.  Please rerun the same analyses in (1) above and show the data by category 
of renal impairment (mild, moderate, or severe renal impairment), using the 
Cockcroft-Gault method for one analysis and the MDRD formula as another 
analysis. For these renal analyses, please run one set of analyses including OL-
012 and another set of analysis excluding OL-012. 

Please let me know if you have any questions. 

Thanks,  
Julie 

Julie Marchick  



Regulatory Project Manager  
Division of Metabolism and Endocrinology Products  
Center for Drug Evaluation and Research  
Food and Drug Administration  
301-796-1280 (phone)  
301-796-9712 (fax)  
julie.marchick@fda.hhs.gov 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Rockville, MD  20857 
 
 

 

NDA 22-426 
PROPRIETARY NAME REQUEST  

- CONDITIONALLY ACCEPTABLE  
 

Takeda Global Research & Development Center, Inc.. 
ATTENTION: Sangeeta Gupte, PhD 

 Product Manager, Regulatory Affairs 
675 N. Field Drive 
Lake Forest, Illinois  60045-4832 
 
 
Dear Dr. Gupte: 
 
Please refer to your New Drug Application (NDA) dated September 19, 2008, received  
September 22, 2008, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic  
Act for Alogliptin and Pioglitazone Tablets, 25 mg/15 mg, 25 mg/30 mg, 25 mg/45 mg, 
12.5 mg/15 mg, 12.5 mg/30 mg, and 12.5 mg/45 mg.   
 
We also refer to your October 29, 2008, correspondence received October 30, 2008, requesting 
review of your proposed proprietary name   We have completed our review of the 
proposed proprietary name  and have concluded that it is acceptable.   
 
The proposed proprietary name  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 October 29, 2008, 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, call Millie Wright, Regulatory Project Manager in the Office of Surveillance 
and Epidemiology, at (301) 796-1067.  For any other information regarding this application contact 
the Office of New Drugs (OND) Regulatory Project Manager, Julie Marchick, at (301) 796-1280. 
 

Sincerely, 
 
      {See appended electronic signature page}  
       

Mary H. Parks, MD 
Director 
Division of Metabolism and Endocrinology Products  
Office of New Drugs  
Center for Drug Evaluation and Research 

(b) (4)

(b) (4)

(b) (4)
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NDA 22-426 

 
PROPRIETARY NAME REQUEST 

ADVICE/ACKNOWLEDGMENT 
 
Takeda Global Research & Development Center, Inc. 
ATTENTION: Sangeeta Gupte, Ph.D. 

 Product Manager, Regulatory Affairs 
675 N. Field Drive 
Lake Forest, Illinois  60045-4832 
 
Dear Dr. Gupte: 
 
Please refer to your New Drug Application (NDA) dated September 19, 2008, received 
September 22, 2008, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic 
Act for alogliptin/pioglitazone fixed-dose combination tablets, 25 mg/15 mg; 25 mg/30 mg;      
25 mg/45 mg; 12.5 mg/15 mg; 12.5 mg/30 mg; 12.5 mg/45 mg. 
 
We also refer to your October 29, 2008, correspondence, received October 30, 2008, requesting a 
review of your proposed proprietary name    
 
We note that you have also included an alternate proposed proprietary name  in your 
submission.  We will not initiate review of this alternate name as part of this review cycle.  If the 
proposed proprietary name  is denied, we will notify you of this decision.  At that 
time, you must submit a new complete request for review of the alternate name    
 
If you have any questions regarding the contents of this letter or any other aspect of the 
proprietary name review process, call Mildred Wright, Regulatory Project Manager in the Office 
of Surveillance and Epidemiology (OSE), at (301) 796-1027.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager, 
Julie Marchick, at (301) 796-1280. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Enid Galliers 
Chief, Project Management Staff 
Division of Metabolism and Endocrinology Products  
Office of New Drugs  
Center for Drug Evaluation and Research 
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If you have not already done so, you must 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/oc/datacouncil/spl.html.  The content of labeling must be in the Prescribing 
Information (physician labeling rule) format. 
 
Please respond to the above requests for additional information. While we anticipate that any 
response submitted in a timely manner will be reviewed during this review cycle, such review 
decisions will be made on a case-by-case basis at the time of receipt of the submission. 
 
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 and a partial deferral of pediatric 
studies for this application.   Once we have reviewed your requests, we will notify you if the 
requested waiver and deferral have been denied. 
 
Please submit your pediatric drug development plan.  Your pediatric drug development plan 
must include the following: 
 

• a short description of the planned studies, 
• the age groups to be studied, 
• the date you plan to start enrollment, 
• the date you plan to begin the studies, 
• the date you expect to complete the studies, and  
• the date you expect to submit the study results. 

 
If you have any questions, call Julie Marchick, Regulatory Project Manager, at (301) 796-1280. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Lina AlJuburi, Pharm.D., M.S. 
Chief, Project Management Staff 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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NDA 22-426 INFORMATION REQUEST LETTER 
 
 
Takeda Global Research & Development Center, Inc. 
Attention:  Sangeeta Gupte, PhD 
Product Manager, Regulatory Affairs 
675 North Field Drive 
Lake Forest, IL 60045 
 
Dear Dr. Gupte: 
 
Please refer to your September 19, 2008, new drug application (NDA) submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for alogliptin/pioglitazone fixed dose 
combination tablets. 
 
We have the following comments and information requests.  We request a prompt written 
response in order to continue our evaluation of your NDA. 
 
Please conduct a Major Adverse Cardiovascular Events (MACE) meta-analysis (cardiovascular 
death, nonfatal myocardial infarction, and stroke) of all completed Phase 2 and 3 trials of 
alogliptin + pioglitazone.  Please express the data as number of people with events and provide 
both the total number of randomized patients and the patient-year exposure for the various 
treatment groups, both by individual study and combined across studies.  Please also provide 
information on the incidence of the endpoint by alogliptin dose and show the numbers both by 
individual study and pooled.  Please calculate the risk ratio with 95% confidence interval for the 
combined data from placebo-controlled trials and add-on trials (drug vs. placebo, each added to 
standard therapy). 
 
If you have any questions, call Julie Marchick, Regulatory Project Manager, at (301) 796-1280. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Mary H. Parks, M.D. 
Director 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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From: Marchick, Julie

To: "sgupte@tgrd.com"; 

CC:

Subject: NDA 22-426 Alogliptin/Pioglitazone - Request for Datasets

Date: Tuesday, October 28, 2008 8:07:12 AM

Attachments:

Good Morning Sangeeta, 

We request that you submit the following datasets to NDA 22-426, or direct us as 
to where we can find this information in the electronic submission.  If these 
datasets are not currently available in the submission, we request that you 
submit them no later than Friday, November 14.  Please note that this is a 
potential refuse to file issue.

For Studies 001 and 002: 

1. Provide a dataset with the investigator code, country code and geographic 
region code for each randomized patient. The datasets DEMO.xpt from the 
alogliptin NDA 022271 for Studies 007, 008, 009, 010 and 011 are useful 
examples.  If these codes are available in the current submission, please indicate 
their location.  

2.  Provide datasets with additional information about the disposition status of 
each patient who was randomized to the studies.  The datasets DS.xpt from the 
alogliptin NDA 022271 for Studies 007, 008, 009, 010 and 011 are useful 
examples.  At a minimum, these datasets should include variables that identify 
and code for the following:

●     The randomization assignment of each patient 
●     The status of each patient with respect to randomization, the intention-to-

treat population, the per-protocol population, and other analyses 
populations 

●     The time on study for each patient  

If this information is already available in the current submission, please indicate 



its location.  

3.  Provide analysis datasets for the efficacy endpoints.  At a minimum, it would 
be useful to have these datasets for HbA1c, fasting plasma glucose and body 
weight.  These datasets should be structured to enable us to re-create the 
analyses of key efficacy endpoints.  The datasets EFF.xpt from the alogliptin 
NDA 022271 for Studies 007, 008, 009, 010 and 011 are useful examples.  At a 
minimum, these datasets should include variables that identify and code for the 
following:

●     The randomization assignment of each patient 
●     The status of each patient with respect to randomization, the intention-to-

treat population, the per-protocol population, and other analyses 
populations 

●     Age, gender, race, ethnicity 
●     Baseline levels of variables used in the analysis of covariance models 
●     Baseline levels of the efficacy endpoints 
●     Stratification variables used in the randomization and the analysis models 
●     Change from baseline levels of the efficacy endpoints 
●     Visit number and week number 
●     Code for the visit used for the end of study endpoint for each patient 
●     Code for the use of LOCF imputation at the end of study endpoint  

If this information is already available in the current submission, please indicate 
its location.  

Please let me know if you have any questions. 

Thanks,  
Julie 

Julie Marchick  
Regulatory Project Manager  
Division of Metabolism and Endocrinology Products  
Center for Drug Evaluation and Research  
Food and Drug Administration  
301-796-1280 (phone)  
301-796-9712 (fax)  
julie.marchick@fda.hhs.gov 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Rockville, MD  20857 
 

 
NDA 22-426 

NDA ACKNOWLEDGMENT 
 
Takeda Global Research & Development Center, Inc. 
Attention:  Sangeeta Gupte, PhD 
Product Manager, Regulatory Affairs 
One Takeda Parkway 
Deerfield, IL 60015-2235 
 
Dear Dr. Gupte: 
 
We have received your new drug application (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: Alogliptin/pioglitazone fixed dose combination tablets 
 
Date of Application:   September 19, 2008 
 
Date of Receipt:   September 22, 2008 
 
Our Reference Number:   NDA 22-426 
 
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 November 21, 2008, 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/oc/datacouncil/spl.html.  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. 
 
Please note that you are responsible for complying with the applicable provisions of sections 
402(i) and 402(j) of the Public Health Service Act (PHS Act) (42 USC §§ 282(i) and (j)), which 
was amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No. 110-85, 121 Stat. 904).  Title VIII of FDAAA amended the PHS Act 
by adding new section 402(j) (42 USC § 282(j)), which expanded the current database known as 
ClinicalTrials.gov to include mandatory registration and reporting of results for applicable 
clinical trials of human drugs (including biological products) and devices.  FDAAA requires that, 
at the time of submission of an application under section 505 of the FDCA, the application must 
be accompanied by a certification that all applicable requirements of 42 USC § 282(j) have been 
met.  Where available, the certification must include the appropriate National Clinical Trial 
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(NCT) control numbers.  42 USC 282(j)(5)(B).  You did not include such certification when you 
submitted this application.  You may use Form FDA 3674, Certification of Compliance, under 
42 U.S.C. § 282(j)(5)(B), with Requirements of ClinicalTrials.gov Data Bank, to comply with the 
certification requirement.  The form may be found at 
http://www.fda.gov/opacom/morechoices/fdaforms/default.html.   
 
In completing Form FDA 3674, you should review 42 USC § 282(j) to determine whether the 
requirements of FDAAA apply to any clinical trials referenced in this application.  Additional 
information regarding the certification form is available at: http://internet-
dev.fda.gov/cder/regulatory/FDAAA_certification.htm.  Additional information regarding Title 
VIII of FDAAA is available at: http://grants.nih.gov/grants/guide/notice-files/NOT-OD-08-
014.html.  Additional information on registering your clinical trials is available at the Protocol 
Registration System website http://prsinfo.clinicaltrials.gov/. 
 
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: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Metabolism and Endocrinology 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/cder/ddms/binders.htm. 
 
If you have any questions, please call me at (301) 796-1280. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Julie Marchick, MPH 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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