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MEMORANDUM 
 
Date:  May 25, 2012 
 
To: NDA 202-611 
 
From: Terrance Ocheltree, Ph.D., R.Ph. 

Director 
Division of New Drug Quality Assessment II 
ONDQA 

 
Subject: Tertiary review of ONDQA recommendation for NDA 202-611, mirabegron extended 
release tablets, 25 mg and 50 mg, ™. 
 
I have assessed the ONDQA reviews of NDA 202-611 by Bogdan Kurtyka, Ph.D. and John 
Duan, Ph.D.  The ONDQA Biopharmaceutics review was entered into DARRTS on April 24, 
2012, with a recommendation of Approval from the ONDQA Biopharmaceutics perspective. The 
review focused on the evaluation of the proposed in vitro release method, dose dumping and in 
vitro in vivo correlation (IVIVC).  Three ONDQA CMC reviews were entered into DARRTS by 
Dr. Kurtyka.  The initial ONDQA CMC review was entered into DARRTS on April 26, 2012, 
with a recommendation for a Complete Response due to the blister pack label not containing 
appropriate information. All other ONDQA related labeling issues were resolved prior to April 
26, 2012.  The second CMC review was entered into DARRTS on May 16, 2012.  The ONDQA 
recommendation was changed from Complete Response to Approval based on labeling data 
submitted by the applicant on May 11, 2012.  Dr. Kurtyka entered a third review into DARRTS 
on May 22, 2012 summarized the results of a Method Validation Request submitted for this 
product (for more information see report entered in to DARRTS by Michael Trehy on May 18, 
2012).  The results of this method validation did not affect the approvability of this NDA.  
Therefore, the ONDQA recommendation for NDA 202-611 remains, Approval. 
 
On April 19, 2012 the Office of Compliance entered an Overall Recommendation of 
“Acceptable” into EES.  This recommendation was confirmed in EES on May 25, 2012. 
 
Through evaluation of the submitted biopharmaceutics related information, Dr. Duan determined 
that: 1) the proposed in vitro release method, using USO Apparatus 1 at 100 rpm and 3 sample 
points is acceptable, 2) the drug product does not demonstrate a potential for dose dumping in 
alcohol and 3) the provided data supported a “Level C” IVIVC.   
 
The drug substance, manufactured by Astellas Pharma Tech Co., Ltd., Takahagi Technology 
Center, 160-2, Akahama, Takahagi-shi, Ibaraki 318-0001, Japan.  A  retest period of is 
granted based on the submitted stability data. 
 
The proposed drug products,  (mirabegron) extended release tablets, 25 mg and 50 mg, 
are brown or yellow, debossed with “325” or “355” and the Astellas logo, respectively.  The 
proposed dose is one tablet daily. 
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I concur with the determination that the information as provided in the NDA is adequate to 
assure the identity, strength, purity, and quality of the drug product and support the 
recommendation of a drug product shelf life of 24 months for the proposed 25 mg tablets in 
bottles and 36-months for the proposed 50 mg tablets in bottles, and both the 25 mg and 50 mg 
strengths in blisters packs when stored at controlled room temperature. 
 
Secondary review of the ONDQA CMC reviews was performed by Moo-Jhong Rhee, Ph.D. 
Secondary review of the ONDQA Biopharmaceutics review was performed by Angelica 
Dorantes, Ph.D. 
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Memorandum Department of Health and Human Serviced 
Food and Drug Administration 
Center for Drug Evaluation and Research 

 
Date:   22-May-2012 
 
From:  Bogdan Kurtyka, Ph.D. 
  CMC Reviewer 
 
Through: Moo-Jhong Rhee, Ph.D. 
  Chief, Branch IV ONDQA Division II 
 
To:  Memorandum, dated 16-May-2012, to CMC Review #1 for NDA 202-611  
 
CC:  Donna Christner, Ph.D. 
 
Subject: Method Validation  
 
Methods Validation Consult Request to evaluate selected analytical procedures submitted in NDA 202-
611was sent to the Division of Pharmaceutical Analysis on November 1, 2011. The Methods Validation 
Report Summary dated 18-May-2012 indicated that the methods are acceptable for the regulatory 
purposes.  
 
During the validation process, the FDA laboratory noted that the amount of BHT in the drug product 
samples was out of specification. However, this is expected result as discussed below, and this 
observation would not affect our previous “Approval” recommendation.  
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Attachment 
 

Review Notes on the Method Validation Reports 
 
The report includes the following statement: 
 
The Division of Pharmaceutical Analysis (DPA) has the following comments pertaining to this method. 

• Drug Product BHT 
(Astellas Pharma Global Development, CTD Module 3.2.S.4.2, Drug Substance, page 12) 
Duplicate analyses of the sample confirmed the BHT amount in the Tablets was out of specification. 
 
The comment is based on the following results obtained during evaluation: 
 

 BHT (mg), Run#1 BHT (mg), Run#2 
Amount 
Limit 

Pass/Fail: Fail 
 
Evaluation:  
Butylated Hydroxytoluene (BHT) specification limit was defined only for release. It is expected that 
during storage of drug product level of BHT will decrease. Therefore the result obtained by the Division 
of Pharmaceutical Analysis is expected and acceptable. 
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Memorandum Department of Health and Human Serviced 
Food and Drug Administration 
Center for Drug Evaluation and Research 

 
Date:   16-May-2012 
 
From:  Bogdan Kurtyka, Ph.D. 
  CMC Reviewer 
 
Through: Moo-Jhong Rhee, Ph.D. 
  Chief, Branch IV ONDQA Division II 
 
To:  CMC Review #1 for NDA 202-611  
 
CC:  Donna Christner, Ph.D. 
 
Subject: Final Recommendation  
 
Previous CMC Review #1 dated 23-Apr-2012 noted the following deficiency with a recommendation of 
“Non Approval” action.  

 
The blister pack labels do not have the required name of the manufacturer, packer, or distributor. 
 

The sponsor addressed above issue satisfactorily in the submission dated 11-May-2012 (see the 
Attachment).  
 
Recommendation: 
This NDA is now recommended for “Approval” from the ONDQA perspective. 
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difference in the in vivo performance.  Agreement was reached between Dr. Al Habet and Dr. 
John Duane to discuss the issue during the review cycle. 
 

C. Comments for 74-Day Letter 
 
There are no comments to be conveyed to the sponsor at this time. 

 
D. Recommendation:  

 
This NDA is fileable from a CMC perspective. Critical issues for review are outlined above.  
Bogdan Kurtyka, Ph.D. has been assigned as the primary CMC reviewer.  John Duane, Ph.D. has 
been assigned as the ONDQA BioPharm reviewer.  

 
REGULATORY BRIEFING RECOMMENDATION:  As an NME and a modified-release 
dosage form which uses a novel technology, this is recommended for an Office Level Briefing. 
 
                        
        _______________________ 
        Donna F. Christner, Ph.D. 
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