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CELIA CRUZ
12/21/2012
Dr. Lin Qi's signature was not included in this amendment, because she is on Annual Leave as of
21-Dec-2012.  From CMC perspective, NDA 204384 is recommended for approval.

RAPTI D MADURAWE
12/21/2012
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MEMORANDUM 
 
Date:  December 21, 2012 
 
To: NDA 204-384 
 
From: Terrance Ocheltree, Ph.D., R.Ph. 

Director 
Division of New Drug Quality Assessment II 
ONDQA 

 
Subject: Tertiary review of ONDQA recommendation for NDA 204-384, bedaquiline, 100 mg 
tablets, Sirturo™.  Bedaquiline is a new molecular entity (NME). 
 
I have assessed the combined ONDQA reviews of NDA 204-384 by Celia N. Cruz, Ph.D. (Drug 
Product), Lin Qi, Ph.D. (Drug Substance) and Minerva Hughes, Ph.D. (Biopharmaceutics).   
 
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 commercial product 
when it is stored not store above 30 ºC. 
 
The initial ONDQA review was entered into DARRTS on November 16, 2012, with a 
recommendation for a Complete Response due to an absence of a recommendation from the 
Office of Compliance on the manufacturing and testing sites acceptability and pending labeling 
issues.  A separate Biopharmaceutics review was into DARRTS on November 16, 2012.   The 
dissolution method and acceptance criterion were found to be acceptable and the Bioequivalence 
Waiver (BE) for the Kemwell site was granted.  The request for an alternate approach for 
similarity f2 testing was not accepted.  However, this does not affect the approvability of the 
NDA. In response to the f2 testing, the following comment should be conveyed to the Applicant 
after the NDA action is taken: 

FDA recommends that future in vitro dissolution comparability data submitted to the 
NDA in support of manufacturing changes include the 5 minutes sampling time point to 
characterize the complete profile. Note that the 5 minutes dissolution data may be 
omitted from the similarity f2 test, if the RSDs exceed 20%. Otherwise, FDA considers 
the 5 minutes dissolution data appropriate for the f2 statistical analysis. 

 
All CMC related label/labeling issues were satisfactorily resolved through an amendment dated 
December 20, 2012.  On December 17, 2012 the Office of Compliance entered an Overall 
Recommendation of “Acceptable” into EES.  A second CMC review was entered into DARRTS 
on December 21, 2012 following the updating of the status of the recommendation from the 
Office of Compliance and resolution of the CMC related labeling issues. 
 
A Method Validation Consult Request was generated to evaluate the test methods for Assay and 
Impurities for drug substance and drug product (Janssen, Bedaquiline Fumarate Tablets, HPLC 
Method ID: LC-005327-V1).  The Method Validation Report Summary was entered into 
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