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Memorandum to NDA 22426 File 
 
From: Muthukumar Ramaswamy, Ph.D. (Chemistry Reviewer) 
 
Date: January 22, 2013 
 
Subject: Office of Compliance Acceptable Recommendation for the 
Facilities Associated With NDA 22426 
 
Drug Product Name/Strength: Oseni® (alogliptin and pioglitazone) Tablets/ 
25/15 mg, 25/45 mg,12.5/15 mg, 12.5/30mg, 12.5/45 mg 
 
Ref.: Previous CMC review dated 12/12/12 for NDA 22426 in DARRTS. 
 
The Office of Compliance (OC) has determined that the relevant facilities 
employed for the manufacture and testing of the drug substances and the 
drug product are Acceptable. Therefore, from both CMC perspective and 
Office of Compliance point of view, this NDA (22426) is recommended for 
approval. 
 
Attachment: Section of Establishment Evaluation Request Summary Report 
from OC indicating the Acceptable recommendation. 
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memo 

 

 

To: File 

From: Ramaswamy, Muthukumar, Ph.D., Office New Drug Quality Assessment,  OPS, 
CDER 

CC: Ali Al Hakim, Ph.D.,  Office New Drug Quality Assessment, OPS,  CDER 

Date: 12/12/2012 

Re: CMC Recommendation for NDA 22271 and 22426 – NESINA® (alogliptin) 
Tablets and Oseni® (alogliptin/pioglitazone)  fixed-dose combination (FDC) 
tablets 

Comments: 
 

On July 26 and 27, 2012, Takeda resubmitted NDA 22-271 and NDA 22426 in 
response to issues identified in Agency’s April 2012 Complete Response letter.   
 
On August 27, 2012.   Takeda has submitted an amendment to the NDA for adding 
a drug product manufacturing site and later on 10/23/12, Takeda has withdrawn this 
request.  
 
Review of the recent CMC reviews in DARRTS for these two NDAs indicated that 
there are no outstanding CMC issues identified for NDA 22271 and 22426. 
 
Recommendation: From the CMC perspective, both NDAs 22271 and 22426 are 
recommended for approval.  
Please note that as of 12/12/12, the Office of Compliance’s overall 
recommendation for GMP inspections is still outstanding. The CMC 
recommendation does not incorporate any potential facility inspection issues. 
 
For dosage form description and shelf-life recommendation, please refers to CMC 
review dated 01/04/12 in DARRTS. 
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Recommendation 2011 ongoing concerning responses to a 
CMC PMA to evaluate paddle speed 
change in the drug product dissolution 
method. A new dissolution method has 
been submitted by the Applicant. 

 X Drug Product 
Information 

  The drug product is film-
coated, immediate-release tablets. The 
proposed dosage forms and strengths 
(free base alogliptin/ free base 
pioglitazone) are: 
 
25 mg/15 mg tablets are yellow, round, 
biconvex, film-coated tablets, with both 
“A/P” and “25/15” printed on one side. 
 
25 mg/30 mg tablets are peach, round, 
biconvex, film-coated tablets, with both 
“A/P” and “25/30” printed on one side. 
 
25 mg/45 mg tablets are red, round, 
biconvex, film-coated tablets, with both 
“A/P” and “25/45” printed on one side. 
 
12.5 mg/15 mg tablets are pale yellow, 
round, biconvex, film-coated tablets, 
with both “A/P” and“12.5/15” printed 
on one side. 
 
12.5 mg/30 mg tablets are pale peach, 
round, biconvex, film-coated tablets, 
with both “A/P” and“12.5/30” printed 
on one side. 
 
12.5 mg/45 mg tablets are pale red, 
round, biconvex, film-coated tablets, 
with both “A/P” and “12.5/45” printed 
on one side. 
 
Tablets of the drug product are provided 
in both physician samples and 
commercial package configurations. 

                                                                                                                                                 
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. 
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.” 
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(Alogliptin/Pioglitazone) tablets 

NDA 22-426 
 

Summary of the Basis for the Recommended Action 
from Chemistry, Manufacturing, and Controls 

 
Applicant:   Takeda Global Research and Development Center, Inc. 

One Takeda Parkway 
Deerfield, IL 60015-2235 
 

Indication:   Treatment of type 2 diabetes 
 
Presentation: The drug product is  film-coated, immediate-release tablets.  The 

proposed dosage forms and strengths (free base alogliptin/ free base 
pioglitazone) are: 

 
• 25 mg/15 mg tablets are yellow, round, biconvex, film-coated tablets, 

with both “A/P” and “25/15” printed on one side. 
 
• 25 mg/30 mg tablets are peach, round, biconvex, film-coated tablets, 

with both “A/P” and “25/30” printed on one side. 
 
• 25 mg/45 mg tablets are red, round, biconvex, film-coated tablets, with 

both “A/P” and “25/45” printed on one side. 
 
• 12.5 mg/15 mg tablets are pale yellow, round, biconvex, film-coated 

tablets, with both “A/P” and“12.5/15” printed on one side. 
 
• 12.5 mg/30 mg tablets are pale peach, round, biconvex, film-coated 

tablets, with both “A/P” and“12.5/30” printed on one side. 
 
• 12.5 mg/45 mg tablets are pale red, round, biconvex, film-coated 

tablets, with both “A/P” and “12.5/45” printed on one side. 
   

Tablets of the drug product are provided in both physician samples and 
commercial package configurations. The physician samples are provided in 7-  

count HDPE bottles and 7- count blister packs. The commercial marketed 
packages consist of 30-, 90-, and 500-count HDPE bottles. 

 
EER Status: Withhold – M. Stock – 15 – July -2009 
 
Consults: EA –  Categorical exclusion granted under 21 CFR 25.31 
 Methods Validation –  Revalidation by Agency was not requested 
 Biopharm – Acceptable, with Phase IV agreement – T. Ghosh – 4- Jun-2009 

(b) (4)

(b) (4)

(b) (4)





provided for the drug product stored at 25°C, 24 months of expiry dating is granted for 
the drug product.  
 
Conclusion: The drug product information is satisfactory.   
 
Additional Items:  
 

• The Office of Compliance issued an overall Withhold recommendation, based on 
inspection of the one of the drug substance manufacturers for pioglitazone  

 
 
• The applicant has agreed to revise the drug product dissolution test method and 

specification within 1 year from the date of approval. 
 

• The applicant has agreed to complete 60-month long term and 6-month 
accelerated stability studies for 3 pilot-scale and the first 3 commercial lots of the 
drug product. In addition, the applicant agrees to add one commercial lot to the 
stability program each year following approval. 

 
• The applicant agreed to revisit the specifications for related substances in the drug 

product after obtaining additional experience with the commercial manufacturing 
process. 

 
• All associated Drug master Files are acceptable or the pertinent information has 

been adequately provided in the application. 
 

• The analytical methods used in the testing procedures (release, stability, and in-
process) are well known and widely used by the biopharmaceutical industry; 
revalidation by Agency laboratories will not be requested. 
 
 

Overall Conclusion:  
 
The application cannot be recommended for approval from a CMC perspective because of 
Withhold recommendation issued by the Office of Compliance on July 15, 2009. 
 
 
 
 
 
Christine M. V. Moore, Ph.D. 
DPA I Director (acting) 
ONDQA/CDER/FDA 
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MEMORANDUM 
 
DEPARTMENT OF HEALTH & HUMAN SERVICES   
Food and Drug Administration   
Center for Drug Evaluation and Research 
Office of New Drug Quality Assessment 
                                                                                                                                                                              
 
DATE:  June 18, 2009 
 
FROM:  Theodore Carver, Ph.D. 
   Branch II, DPA I, ONDQA 
 
SUBJECT:  Phase IV Agreement for NDA 22-246 
    Alogliptin/Pioglitazone tablets 
 
TO:   NDA 22-426 file 
 
 
The applicant has submitted a Phase IV agreement, shown below, to revise the drug 
product dissolution test method and specification within 1 year from the date of approval, 
if appropriate.  This agreement is a satisfactory response to issues raised by the 
biopharmaceutics review.  Therefore, the only pending CMC issue for this NDA is a 
recommendation from the Office of Compliance. 
 
Applicant’s Phase IV Agreement to Revise Dissolution Test Method for SYR-322-4833 Tablets and 
Pioglitazone Dissolution Specification:  
 
Based on a comment received from FDA (CMC information request letter dated 09 June 2009) and a 
follow-up e-mail request received on 17 June 2009, TGRD will further evaluate a change in the analytical 
procedure for dissolution of SYR-322-4833 tablets (changing paddle speed  to 50 rpm), with 
the intent of implementing the change to the commercial testing method within 1 year after product 
approval. In the interim, additional dissolution profile data will be gathered and method validation 
performed to evaluate and confirm the appropriateness of the 50 rpm paddle speed along with the 
previously agreed upon specification of Q=  in 30 minutes for pioglitazone.  
 
Assuming the additional 50 rpm data confirms that the method is reliable and compatible with the agreed 
specifications, the method change will be implemented and reported in the first NDA Annual Report after 
approval. The method including this change is summarized as follows:  
 
Medium: 900 mL of pH 2.2 Sörensen buffer (without deaeration) Apparatus 2, paddle speed 50 rpm 
Temperature: 37°C ± 0.5°C  
 
Supporting documents to be included in the Annual Report are the revised analytical procedure and 
validation report for dissolution (Sections 3.2.P.5.2 and 3.2.P.5.3).  
 
Until implementation of this change, product release and stability testing will continue with the originally 
proposed  method.   
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Division of Metabolism and Endocrinology Products 

 

NDA: 22-426 

Applicant: Takeda Global Research & Development 

Stamp Date: 22-SEP-2008 

PDUFA Date: 22-JUL-2009 

Proposed Proprietary Name: [none] 

Established Name: Alogliptin/pioglitazone  

Dosage form and strength: Immediate release tablet –  

25/15, 25/30, 25/45, 12.5/15, 12.5/30, and 12.5/45 

mg 

Route of Administration: oral 

Indications: Treatment of type 2 diabetes 

 

PAL: Su (Suong) Tran, Branch II/DPA I/ONDQA 

 

ONDQA Fileability: Yes 

Comments for 74-Day Letter:

 

Yes, on the last page. 
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Color 25/15 mg/mg: yellow 
25/30 mg/mg: peach 
25/45 mg/mg: red 
12.5/15 mg/mg: pale yellow 
12.5/30 mg/mg: pale peach 
12.5/45 mg/mg: pale red 

Shape Round. 
Coating Film coated. 
Size [unknown] Comment for the 74-day letter. 
Scoring None. 
Imprint codes 25/15 mg/mg: (on the same side of tablet) A/P and 25/15 

25/30 mg/mg: (on the same side of tablet) A/P and 25/30 
25/45 mg/mg: (on the same side of tablet) A/P and 25/45 
12.5/15 mg/mg: (on the same side of tablet) A/P and 12.5/15 
12.5/30 mg/mg: (on the same side of tablet) A/P and 12.5/30 
12.5/45 mg/mg: (on the same side of tablet) A/P and 12.5/45 

Symbols None. 
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Drug substance:  

[See the discussion in Critical Issues later in this review.] 

 

Alogliptin benzoate 

Alogliptin is a potent, selective, orally bioavailable inhibitor of the enzymatic activity of DPP-4. 
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There is no chemistry, manufacturing, and controls information on alogliptin benzoate in the NDA. 

Reference is made to NDA 22271 submitted by the same applicant and currently under review by FDA. 

 



Initial Quality Assessment 
Pre-Marketing Assessment Division 1 Branch 2 

 

Page 6 of 23 

Pioglitazone hydrochloride 

Pioglitazone is an oral antihyperglycemic agent that acts primarily by decreasing insulin resistance. 
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There is no chemistry, manufacturing, and controls information on pioglitazone HCl in the NDA. 

Reference is made to the approved NDA 21073 submitted by the same applicant. 
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CRITICAL ISSUES 
 

• Has all information requested during the IND phases, and at the pre-NDA meetings been 

included?  Yes. The NDA includes some information as requested by FDA during the IND 

development. However, there is no direct item-by-item response to FDA’s questions, which makes it 

difficult to assess, for the purpose of this filing memo/IQA, whether the applicant has provided a 

satisfactory response to each question. The primary reviewer will assess the information in the NDA 

and decide whether each question has been satisfactorily addressed. 

 

The following are previous comments sent to the applicant: 
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CRITICAL ISSUES (continued) 
 

• The primary reviewer will assess the information in the NDA and decide whether comments 

previously conveyed to the sponsor have been satisfactorily addressed. 

• Drug substance. Reference is made to NDA 22271 (currently under review by FDA) for the drug 

substance alogliptin benzoate and to the approved NDA 21073 for the drug substance pioglitazone 

hydrochloride. All three NDAs have the same applicant. The reviewer will document the current 

chemistry recommendation on each drug substance and any information on either that may be of use 

in the review of the fixed dose combination product. 

• Dosage strength. The dosage strengths are based on the established names of the drug substances, 

alogliptin and pioglitazone. This is in accordance with the current CDER policy that the dosage 

strength and established name must match. The tables of composition include both the free-base and 

salt amounts. The reviewer will confirm that the product labeling correctly reflects the free-base and 

salt amounts. 

• Differences between the clinical/stability batches and the commercial product. The applicant 

states that the composition of the  tablets used in the pivotal BE studies is the same as that of 

the commercial  tablets. This final formulation is called  to distinguish from an earlier 

unsuccessful formulation called  The registration batches (stability and pivotal BE batches) 

were manufactured at pilot-scale  using the identical process for the commercial 

product  at the same manufacturing campus, and using the same or 
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equivalent equipment. The reviewer will confirm that there is no significant difference in the 

manufacturing of the registration batches and the commercial product.  

 

 

 

 

• Manufacturing process. The manufacture of the tablets consists of  

 

 

 

 

 

 

 

 

 

 

 

 

 

• Product specification. The drug product specification lacks testing for related substances, microbial 

content,  and hardness. The reviewer will evaluate the applicant’s justification of 

the proposed specification and determine whether the lack of testing for related substances  

 can be allowed.  

• The applicant states that no impurity/degradant has been found above the level of  The 

reviewer will evaluate the adequacy of the test method used to test for impurities/degradants in 

order to “qualify” the claim that there is none above  The stability protocols for the 

primary stability batches and future commercial batches do include Related Substances testing, 

but for information purposes only. The reviewer will decide whether this testing should have 

acceptance criteria (i.e., be part of the specification) until sufficient data can be evaluated in 

support of the elimination of this test from the specification. 
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•  

 

 

 The reviewer will assess  

 

 in ensuring product integrity during storage. 

• Stability of the drug product. As agreed by FDA in the Pre-NDA meeting minutes, the NDA is 

filed with 6-month stability data for the primary stability batches, with the applicant’s commitment to 

provide 12-month data “no later than 3 months prior to the PDUFA goal”. [It should be noted that 

this pre-NDA agreement was made prior to CDER’s current policy that no agreement should be made 

for amendments to be submitted during the review cycle because a complete NDA should be 

submitted for filing as per GRMPs.] The primary stability batches are three pilot-scale batches of 

each strength packaged in the proposed commercial container closure systems.  

 The primary reviewer will evaluate any trending and determine an expiry as 

per ICH Q1E, based on all available data that best represent the commercial product’s stability 

profile.  

• Container closure components. Reviews of the packaging DMFs may not be necessary if the 

reviewer finds the information included in the NDA on the safety and suitability of the product-

contact components adequate as per CDER’s current policy on packaging components for a solid oral 

dosage product. In the 74-day letter, the applicant will be asked to provide references to the 21 CFR 

 regulations for the  container closure systems. 

• Biopharmaceutics. No IVIVC is claimed by the applicant. In support of efficacy, a pivotal 

bioequivalence (BE) study, Study 322OPI-101, was conducted to compare the combination tablet to 

the concomitantly administered individual products of NDA 22271 and NDA 21073 at the highest 

and lowest dosage strengths (12.5/15 and 25/45). A biowaiver request is made by the applicant for 

the other dosage strengths that were not included in the pivotal BE study. A consult review of the 

biowaiver request will be requested of the ONDQA Biopharmaceutics Review Staff. 
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