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From: Izadi, Fariba 
Sent: Saturday, December 22, 2012 2:07 PM 
To: 'Lewis, Gary  [JRDUS]' 
Cc: Keen, Robin [JRDUS] 
Subject: Revised PMR 
 
Importance: High 
Dear Mr Lewis, 
 
Below, please find our revised version of the PMR dates for developing a patient registry.  
Please check the time lines and submit the PMR & PMCs officially to the NDA if there 
are no edits. 

 
 
 2 # Develop a patient registry for bedaquiline-treated patients to assess incidence 
rates of serious adverse events, including death. The registry should capture the 
information listed below:  
  

a. indication for use, including utilization of expert medical consultation 
b. Minimum Inhibitory Concentration (MIC) data for baseline and any 

subsequent isolate (in patients who have relapsed/at end of treatment) of 
multi drug resistant tuberculosis (MDR-TB) 

c. drug utilization data 
d. information on the drug distribution mechanisms used 
e. information on how the drug was actually distributed to patients 
f. patient outcomes (clinical and microbiologic) 
g. safety assessments in bedaquiline-treated patients, including deaths 
h. Concomitant medications 

 
 

Final Protocol Submission: 06/2013 
Interim Report Submission:  06/2014 
    06/2015 
    06/2016 
    06/2017 
    06/2018 
Study Completion:  12/2018 
Final Report Submission: 08/2019 
 
 
Best regards 
 

Fariba Izadi, Pharm.D. 
Regulatory Health Project Manager 
Division of Anti-Infective Products 
Phone:  (301) 796-0563 
Fax:  (301) 796-9881 
E-mail: Fariba.Izadi@fda.hhs.gov 
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From: Izadi, Fariba 
Sent: Wednesday, December 19, 2012 2:51 PM 
To: 'Keen, Robin [JRDUS]' 
Cc: 'Lewis, Gary  [JRDUS]' 
Subject: NDA 204384-(bedaquiline) -Referenced Tables 
 
Importance: High 
 
Dear Robin, 
 
Below,  please find the tables discussed during our teleconference this morning.   
 
Best regards 
 
Fariba Izadi, Pharm.D. 
Regulatory Health Project Manager 
Division of Anti-Infective Products 
Phone:  (301) 796-0563 
Fax:  (301) 796-9881 
E-mail: Fariba.Izadi@fda.hhs.gov 
  
The following analyses of outcome by MIC was conducted by our statistical reviewers 
and is similar to your Table 18 in the Microbiology summary in Section 2.7.2.4 of the 
NDA. 
 
Culture conversion at Week 24 by baseline MIC (Agar proportion method) for 
TMC207 group in Study C208 Stage 2 in the ITT population and all subjects in 
Study C209 

μg/ml n/N (%) 
0.0075 2/2    (100) 
0.015 14/24  (58) 
0.03 51/64  (80) 
0.06 90/127 (71) 
0.12 36/48  (75) 
0.24 0/1     (0) 
0.48 5/6     (83) 

>0.48 0/1     (0) 
Total 198/273 

 
 
Culture conversion at Week 24 by baseline MIC (REMA method) for TMC207 
group in Study C208 Stage 2 in the ITT population and all subjects in Study C209 

μg/ml n/N (%) 
0.0039 4/6   (67) 
0.0078 19/25 (76) 
0.0156 38/46 (83) 
0.0313 82/108 (76) 
0.0625 50/73 (68) 
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0.125 3/5 (60) 
0.25 4/5 (80) 
0.5 0/1 (0) 

Total 200/269 
 
 
We also refer you to Table 5 in the same Microbiology Summary section that shows the 4 
fold shift in MIC in patients whose isolates contained the atp mutation.   
 
Our analysis finds only moderate correlation between the MIC values obtained from the 
Agar and REMA method in the mITT population (Pearson correlation coefficient  was 
0.54, p-value < 0.0001).  
 
Minimal inhibitory concentration by relapse status at baseline, Week 8, and Week 
24 
 Bedaquiline Placebo 
Visit Subjects with 

relapse 
Other subjects Subjects with 

relapse 
Other subjects 

Baseline 
N 

Mean (SD) 
Range 

 
4    
0.038 (0.026)   
0.015, 0.060 

 
64 
0.065 (0.070)   
0.004, 0.480 

 
6    
0.048 (0.020)   
0.015, 0.060 

  
59    
0.060 (0.063)   
0.008, 0.480 

Week 8 
N 

Mean (SD) 
                  Range 

 
1    
0.060  (0)      

 
11    
0.094 (0.131)   
0.015, 0.480 

  
23    
0.052 (0.037)   
0.008, 0.120 

Week 24  
N 

Mean (SD) 
                  Range 

  
1    
0.240 (0) 

  
6    
0.068 (0.044)   
0.015, 0.120 

     
  
  
Culture conversion at Week 24 by baseline MIC (Agar proportion method) for 
TMC207 group in Study C208 Stage 2 in the ITT population and all subjects in 
Study C209 

μg/ml n/N (%) 
0.0075 2/2    (100) 
0.015 14/24  (58) 
0.03 51/64  (80) 
0.06 90/127 (71) 
0.12 36/48  (75) 
0.24 0/1     (0) 
0.48 5/6     (83) 

>0.48 0/1     (0) 
Total 198/273 
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Culture conversion at Week 24 by baseline MIC (REMA method) for TMC207 
group in Study C208 Stage 2 in the ITT population and all subjects in Study C209 

μg/ml n/N (%) 
0.0039 4/6   (67) 
0.0078 19/25 (76) 
0.0156 38/46 (83) 
0.0313 82/108 (76) 
0.0625 50/73 (68) 
0.125 3/5 (60) 
0.25 4/5 (80) 
0.5 0/1 (0) 

Total 200/269 
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Tele-conference Memo: 
NDA 204384 (TMC 207/Bedaquiline) 
 
An informal T-con was held between the Division of Anti-Infective products and Janssen 
on December 07, 2012.  The purpose of the T-con was to discuss the details of the 
Sponsor’s proposed risk management program. 
 
Janssen Attendees 
Nyasha Bakare, MD   Safety Medical Physician 
Brian Dannemann, MD  Clinical Leader 
Robin Keen, VP   Global Regulatory Affairs 
Katia Boven, MD   Therapeutic Area Head 
Chrispin Kambili, MD  Medical Leader 
Gary Lewis, MS    North American Regulatory Leader 
Els Van Beirendonck, Pharm. D  Global Regulatory Leader 
 
Division of Anti-Infective Attendees 
Edward Cox, MD, MPH  Office Director  
John Farley, MD, MPH   Acting Division Director 
Katherine A. Laessig, MD   Deputy Director 
Sumathi Nambiar, MD, MPH  Deputy Director for Safety 
Eileen Navarro-Almario, MD  Clinical Team Leader 
Ariel Porcalla, MD, MPH  Medical Officer 
Dakshina Chilukuri, PhD  Clinical Pharmacology Reviewer 
Kerry Snow, MS   Clinical Microbiologist 
Daphne Lin, PhD   Office Director- Statistics    
Karen Higgins, PhD   Statistics Team Leader 
Xianbin Li, PhD   Statistics Reviewer 
Owen McMaster, PhD   Pharmacology/Toxicology Reviewer 
Cathy Chang, Pharm D Candidate Student Pharmacist 
David Roeder, MS   Associate Director of Regulatory Affair  
Fariba Izadi, PharmD,   Regulatory Project Manager 
 
Comments & Responses: 
 
FDA Question 1:  How do you plan to address/communicate issues with mortality and 
relevant findings from clinical trials to physicians and other healthcare providers? 
 
Janssen Response: We are currently working on a new proposal but this has not yet 
gone through internal review. We would ideally like to be more descriptive of the Stage 2 
trial. 
 

a. Have you thought about the level at which to communicate it/how best to 
address this? Possibly a box describing issues with morality and prominently 
including this in the beginning? 
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example. We didn’t see that the data supports efficacy in those subjects up to a  
and also didn’t see a trend that would have a worse outcome. 

 
FDA Comment:  We recognize that the Agar proportion method as the gold standard 
and have questions concerning the comparison of MIC methods (Agar method, 
REMA). 
 
Janssen Comment/question: Do you have any additional analysis or have any 
suggestions for different analysis.    
 
 
FDA Response:  No, we only have the clinical outcomes for c 208- stage II.  

 
 

  Action Item: Janssen will provide proposed text on mortality for the labeling 
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From: Izadi, Fariba 
Sent: Tuesday, December 18, 2012 9:26 AM 
To: 'Lewis, Gary  [JRDUS]' 
Subject: NDA 204384-(bedaquiline)-Information request 
 
Importance: High 
Dear Mr. Lewis, 
 
We are reviewing your submission sent on June 29, 2012 for NDA 204384 (bedaquiline) 
and have the following information requests. 
 
Please provide the following information on two mortalities described in Trial C208 
Stage 2: 
• Patient 208-5067: A complete clinical summary that includes the interval history 

between the time the patient's serum transaminases increased to the time the patient 
was diagnosed with peritonitis and probable perforated viscus, medical history, all 
laboratory evaluations, and a full autopsy report, if available.  

 
• Patient 208-5069: : A complete clinical summary that includes a complete medical 

history, all laboratory evaluations, and a full autopsy report, if available.  
These two patients are from one clinical site in Thailand and there have been inconsistent 
references in the case narratives submitted for the two patients 
 
Best regards 
 
Fariba Izadi, Pharm.D. 
Regulatory Health Project Manager 
Division of Anti-Infective Products 
Phone:  (301) 796-0563 
Fax:  (301) 796-9881 
E-mail: Fariba.Izadi@fda.hhs.gov 
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From: Izadi, Fariba 
Sent: Monday, December 17, 2012 11:14 AM 
To: 'Lewis, Gary  [JRDUS]' 
Subject:  NDA 204384-information requests 
 
Importance: High 
Dear Mr. Lewis, 
 
We are reviewing your submission sent on June 29, 2012 for NDA 204384 (bedaquiline) and 
request response to the following as soon as possible, no later than Tuesday December 18, 
2012. 
 
Patient 208-4041, reported as having died from alcohol intoxication, also appears to have 
developed transient pancreatitis, followed by fever and pruritus.  
The accompanying case summary does not provide critical details of his hospital course and his 
autopsy findings. Please provide a complete clinical summary that includes a description of his 
medical history, baseline and postbaseline labs including all CBC with manual differential counts 
(including eosinophil counts and platelet counts), hepatic analytes and a full chem 7, with 
calculated anion gap, BUN, and creatinine, baseline and postbaseline symptoms and physical 
findings by date, all laboratory and radiographic investigations, all medications and their start and 
stop dates, and the full autopsy report.  
 
Best regards 
 
Fariba Izadi, Pharm.D. 
Regulatory Health Project Manager 
Division of Anti-Infective Products 
Phone:  (301) 796-0563 
Fax:  (301) 796-9881 
E-mail: Fariba.Izadi@fda.hhs.gov 
  
Please confirm receipt of this email. 
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PMRs: 
Clinical: 

 
1. Conduct a confirmatory trial: Randomized double blind placebo controlled 2 arm 

multicenter phase III trial in subjects with sputum smear-positive pulmonary 
infection with MDR-TB.  This study should assess long term outcome of failure 
or relapse or death at least 6 months after all MDR-TB treatment is completed.   
 

 Final Protocol Submission: 
 Trial Completion: 
 Final Report Submission: 

 
2. Develop a patient registry for bedaquiline-treated patients that captures the 

following: 
a. indication for use 
b. susceptibility data for baseline and any subsequent isolate 
c. drug utilization data 
d. information on the drug distribution mechanisms used 
e. patient outcomes (clinical and microbiologic) 
f. safety assessments in bedaquiline-treated patients, including deaths 
g. Concomitant medications 

 
 Final Protocol Submission: 
 Trial Completion: 
 Final Report Submission: 

 
 

Microbiology: 
 
1. Conduct a prospective study over a five-year period after introduction of  SIRTURO 

(bedaquiline) to the market to determine susceptibility of Mycobacterium tuberculosis 
to bedaquiline for the first 5 years from marketing. Provide a detailed protocol 
describing the study to the Agency for review and comment before commencing the 
study. 

 
 Final Protocol Submission: 
 First Interim Report: xxx, and then annually 
 Trial Completion: 
 Final Report Submission: 

 
Clinical Pharmacology: 
 
1. Conduct a drug interaction study of bedaquiline and efavirenz to determine a safe and 

effective dose regimen of both drugs when they are coadministered in HIV co-
infected MDR-TB patients.    
 

Reference ID: 3233295



 
 Final Protocol Submission: 
 Trial Completion: 
 Final Report Submission: 
 

 
PMC: 
 

1. Conduct an in vitro study to characterize the potential of bedaquiline and M2 as a 
substrate, inhibitor or inducer of the OATP1B1 and OATP1B3 drug transporters.  

 
 Final Protocol Submission: 
 Trial Completion: 
 Final Report Submission: 
 

2. Conduct a study to define the Quality Control ranges of bedaquiline for M. 
tuberculosis isolates using standard proportion methods. 

 
 Final Protocol Submission: 
 Trial Completion: 
 Final Report Submission: 
 

3. Conduct a study to define the Quality Control ranges of bedaquiline for M. 
tuberculosis isolates using MIC methods. 

 
 Final Protocol Submission: 
 Trial Completion: 
 Final Report Submission: 
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From: Izadi, Fariba 
Sent: Thursday, December 13, 2012 2:11 PM 
To: 'Lewis, Gary  [JRDUS]' 
Subject: NDA 204384 (bedaquiline)- Information requests 
 
Importance: High 

Dear Mr. Lewis, 

We are reviewing your submission sent on June 29, 2012 for NDA 204384 (bedaquiline) 
and have the following information requests: 

1) Please resubmit the data from your phase 2 studies in the format that would 
accommodate assessment using eDish. the enclosed file provides specifics.  

2) if available, please submit the PR segment durations for your phase 2 studies.  

3) Please provide additional clinical detail for the late onset deaths recently reported. 
Specifically, please clarify whether follow-up for these patients was in line with your 
described patient follow-up in the protocol for Study C208.  

Best regards 

 
Fariba Izadi, Pharm.D. 
Regulatory Health Project Manager 
Division of Anti-Infective Products 
Phone:  (301) 796-0563 
Fax:  (301) 796-9881 
E-mail: Fariba.Izadi@fda.hhs.gov 
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From: Izadi, Fariba 
Sent: Thursday, December 13, 2012 1:12 PM 
To: 'Lewis, Gary  [JRDUS]' 
Subject: NDA 204384-(bedaquiline)-Information request  
 
Importance: High 
Dear Mr. Lewis, 
 
We are reviewing your submission sent on June 29, 2012 for NDA 204384 (bedaquiline) 
and have the following information request. 
 
 Please provide us with a timeline for submission of the definitive Tier II multicenter agar 
MIC and REMA MIC to support labeling.  
 
Best regards, 
 
Fariba Izadi, Pharm.D. 
Regulatory Health Project Manager 
Division of Anti-Infective Products 
Phone:  (301) 796-0563 
Fax:  (301) 796-9881 
E-mail: Fariba.Izadi@fda.hhs.gov 
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From: Izadi, Fariba 
Sent: Tuesday, December 04, 2012 3:10 PM 
To: 'Lewis, Gary  [JRDUS]' 
Subject: NDA 204384 (bedaquiline)-Information request 
 
Importance: High 

Dear Mr. Lewis, 
 
During the Advisory committee meeting held on November 28, 2012 for NDA 204384 
(bedaquiline tablets), we believe that we heard Dr. Haxaire-Theeuwes mention that two 
additional deaths occurred in Study C208 and that they perhaps occurred in subjects who 
had rolled over onto TMC 207.  Could you please clarify if this was the case and, if so, what 
the subject numbers are for these subjects. 
 
Best regards, 
 
Fariba Izadi, Pharm.D. 
Regulatory Health Project Manager 
Division of Anti-Infective Products 
Phone:  (301) 796-0563 
Fax:  (301) 796-9881 
E-mail: Fariba.Izadi@fda.hhs.gov 
 
Please confirm receipt of this email 
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From: Izadi, Fariba
Sent: Tuesday, November 20, 2012 1:41 PM
To: 'Lewis, Gary [JRDUS]'
Subject: RE: NDA 204384 (TMC207) Upcoming Advisory Committee Meeting - Informal Discussion Requested

Importance: High
Dear Mr. Lewis, 
 
Below, please find our written responses to your questions submitted on November 19, 2012 regarding the upcoming
Advisory Committee Meeting for NDA 204384 (bedaquiline). 
 
 1.      We have been informed that the sponsor will be allotted 75 minutes for the sponsor presentation.  Is it possible for
this to be extended to 90 minutes?  
 
FDA Response: Yes, but you absolutely must not exceed 90 minutes.  
 
 2.      A small number of our back up slides reflect the ‘final analysis’ that was included in the C208 final study report
submitted to IND 69,600, but that these will be clearly marked to indicate that this was not data in the NDA file
currently under review.  Does the Agency agree that it is acceptable to discuss this information during the Q&A
session if prompted?  
 
FDA Response: Yes. 
 
 3.      In reviewing FDA’s Background materials, we observed that little emphasis is placed on PK. Is it acceptable for
the sponsor to present PK with a similar level of detail?  
 
FDA Response: We are expecting that you will provide adequate details in your AC presentation to cover the clinical
pharmacology program. Particular details regarding in vitro drug metabolism, in-vivo drug-drug interactions,
exposure-response, dosing in special populations (hepatic and renal impairment), TQT trial,

. The FDA presentation will not cover these topics in anticipation that the
your presentation will do so.  
 
 4.      Does the Agency have a preference for how to approach the topic of mortality? FDA Response: We plan to have
an extensive discussion of the deaths during our safety presentation. We have reviewed the FDA’s assessment of
mortality in FDA’s Background materials and we intend to reflect a similar assessment/adjudication in our opening
presentation. Does the FDA agree with this approach? FDA Response: Yes.
 
 5.      Proposed Phase III trial design – would the Agency like the sponsor in responses to queries from panel members to
go into depth regarding the Phase III trial design during the Advisory Committee meeting, or will the FDA indicate to
panel members that this is not a focus of the meeting?  
 
FDA Response: You may be required to go into some depth about the Phase 3 trial since it is the confirmatory trial but
we will request that the chair not let the committee spend an inordinate amount of time on it.  
 
 6.      Surrogate endpoint and accelerated approval procedure – will FDA confirm agreement of surrogate endpoint and
accelerated approval during the opening statement? 
 FDA Response: Yes. 
 
Best regards,
 

Fariba Izadi, Pharm.D. 
Regulatory Health Project Manager 
Division of Anti-Infective Products 
Phone:  (301) 796-0563 

Reference ID: 3221882
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Fax:  (301) 796-9881 
E-mail: Fariba.Izadi@fda.hhs.gov  

Please confirm receipt of this email.  

From: Lewis, Gary [JRDUS] [mailto:GLewis3@its.jnj.com] 
Sent: Monday, November 19, 2012 2:31 PM
To: Izadi, Fariba
Subject: RE: NDA 204384 (TMC207) Upcoming Advisory Committee Meeting - Informal Discussion Requested

Hi Fariba: 
Thanks for speaking with me today.  Per your request, we have re-reviewed the mortality question that was
previously provided, and are replacing it with the following question below.  Also, per your request, this question
and others will be officially submitted to NDA 204-384.  Any questions, please let me know.
 

·         We have reviewed the FDA’s assessment of mortality in FDA’s Background materials and we intend to
reflect a similar assessment/adjudication in our opening presentation. Does the FDA agree with this
approach?

Kind regards,
Gary
 

From: Lewis, Gary [JRDUS] 
Sent: Saturday, November 17, 2012 3:49 PM
To: 'Izadi, Fariba'
Subject: NDA 204384 (TMC207) Upcoming Advisory Committee Meeting - Informal Discussion Requested
 
Hi Fariba: 
 
As mentioned during our telephone conversation on November 16, 2012, Janssen would like to have a brief
teleconference with you and possibly Dr. Navarro (Robin Keen, VP Regulatory Affairs, Els Van Beirendonck, Global
Regulatory Affairs and myself on our end) to discuss several topics regarding the upcoming Advisory Committee
Meeting.   We are proposing Monday, November 19, 2012, but will accommodate anytime at your convenience. 
Below are some talking points to help facilitate the discussion:
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Kind regards,

Gary
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From: Izadi, Fariba 
Sent: Thursday, November 08, 2012 2:42 PM 
To: 'Lewis, Gary  [JRDUS]' 
Subject:  NDA 204384 (TMC-207) Additional information requests 
 
Importance: High 
Dear Mr. Lewis, 
 
We are reviewing your submission sent on June 29, 2012 for NDA 204384 (TMC-207) 
and have the following information requests: 
 
For studies 208, Stage 1 and 2, and 209, please provide an analysis of the mean, median, 
range, and interquartile range of the maximum measured QT interval, and the QT interval 
prolongation from baseline in milliseconds in patients who received either bedaquiline or 
placebo in concert with 
• No known QT prolonging drug 
• 1  drug with QT prolonging potential 
• 2 drugs with QT prolonging potential 
• 3 drugs with QT prolonging potential 
• > 3 drugs with QT prolonging potential 
 
The products we identified to have been used concurrently in C208 are: levofloxacin, 
moxifloxacin, clofazimine, azithromycin, linezolid, clarithromycin, erythromycin. 
The products we identified in C209 are: azithromycin, clofazimine, clarithromycin, 
linezolid, moxifloxacin, levofloxacin, amitriptyline, astemizole, aztreonam, loratadine, 
domperidone, erythromycin, fluconazole, fluoxetine, haloperidol, hydroxyzine. 
 
Best regards, 
 
Fariba Izadi, Pharm.D. 
Regulatory Health Project Manager 
Division of Anti-Infective Products 
Phone:  (301) 796-0563 
Fax:  (301) 796-9881 
E-mail: Fariba.Izadi@fda.hhs.gov 
  
Please confirm receipt of this email 
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Cuff, Althea

From: Cuff, Althea
Sent: Tuesday, October 30, 2012 10:21 AM
To: Cuff, Althea; 'glewis3@its.jnj.com'
Cc: Izadi, Fariba
Subject:  NDA 204384 - Information Request

Dear Mr. Lewis,

In reviewing the Chemistry, Manufacturing and Controls section of your NDA, we have the following information request. 
Please response by Friday November 2, 2012 and be sure to submit officially to the NDA.

1. In your response to Question 8 of Information Request dated 26-Sep-2012, you did not include the  
for the drug substance batches used in the drug product DoE. Please update your response to include all drug substance 
batches used for Table 1 in P.2.3, including lots used in the DoE and manufactured at .

Thanks, Althea. 
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From: Izadi, Fariba 
Sent: Monday, October 22, 2012 3:55 PM 
To: 'Lewis, Gary  [JRDUS]' 
Subject:  NDA 204384  (TMC)-207 Information request 
 
Importance: High 

Dear Mr. Lewis, 

We are reviewing your submission sent on June 29, 2012 for NDA 204384 (TMC 207) 
and have the following comment and information request: 

We note the following statement on your container label  
 We foresee several situations in which fewer than the 188 

bedaquiline tablets may need to be dispensed - in which case the dispensed quantity of 
drug would not be stored in the original container. Examples of these situations are when 
the prescription insurance plan will not pay for the entire bottle (24 week supply), when 
hospitals need to place the drug into blisters for dispensing via unit dose carts or 
automated cabinets, and when patients are initiated on therapy while in the hospital and 
discharged home for the remainder of the 24 week course of therapy. Please consider 
such situations and submit a detailed response stating how you intend to address them.  
We recommend conducting a risk assessment of those and other potential situations, 
considering what data, if any, is available to support storage under the different scenarios 
outlined. 
 
Best regards, 
 
Fariba Izadi, Pharm.D. 
Regulatory Health Project Manager 
Division of Anti-Infective Products 
Phone:  (301) 796-0563 
Fax:  (301) 796-9881 
E-mail: Fariba.Izadi@fda.hhs.gov 
 
Please confirm receipt of this email. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 

 Food and Drug Administration 
Silver Spring, MD  20993 

 
 

NDA 204384 
PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Janssen Research and Development, LLC 
920 U.S. Highway 202 
P.O. Box 300  
Raritan, NJ 08869-0602 
 
 
ATTENTION:  Gary Lewis 
   Associate Director, Global Regulatory Affairs 
       
 
Dear Mr. Lewis: 
 
Please refer to your New Drug Application (NDA), dated and received June 29, 2012, submitted under section 
505(b)(1) of the Federal Food, Drug, and Cosmetic Act for Bedaquiline Tablets, 100 mg.  We also refer to: 
   

• your correspondence, dated and received July 20, 2012, requesting review of your proposed 
proprietary name, Sirturo, and  

• your Proprietary Name Amendment dated and received July 25, 2012. 
 
We have completed our review of the proposed proprietary name, Sirturo and have concluded that it is 
acceptable.  
 
The proposed proprietary name, Sirturo, 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 July 20, 2012 and July 25, 2012 submissions are altered prior to approval of the 
marketing application, the proprietary name should be resubmitted for review.  
 
If you have any questions regarding the contents of this letter or any other aspects of the proprietary name 
review process, contact Karen Townsend, Safety Regulatory Project Manager in the Office of Surveillance and 
Epidemiology, at (301) 796-5413.  For any other information regarding this application contact the Office of 
New Drugs (OND) Regulatory Project Manager, Fariba Izadi at (301) 796-0563.   
 
 

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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Tele-conference Memo: 
NDA 204384 -(TMC 207/Bedaquiline) 
 
An informal T-con was held between the Division of Anti-Infective products and Janssen 
on October 10, 2012.  The purpose of the T-con was to informally discuss the upcoming 
Advisory Committee meeting with the Sponsor. In preparation for AC meeting, Janssen 
had submitted the questions below and requested advice from the Division: 
 
Janssen Attendees 
Brian Dannemann, MD  Medical Leader 
Myriam Haxaire-Theeuwes, DDS Compound Development Team Leader 
Robin Keen, VP   Regulatory Affairs 
Gary Lewis, MS    North American Regulatory Leader 
Els Van Beirendonck, Pharm. D  Global Regulatory Leader 
 
Division of Anti-Infective Attendees 
John Farley, MD, MPH   Acting Division Director 
Katherine A. Laessig, MD   Deputy Director 
Diem-Kieu Ngo, PharmD  DFO Team Leader, Advisory Committee 
Diane Goyette, RPh, JD  Designated Federal Officer, Advisory Committee 
Eileen Navarro-Almario, MD  Clinical Team Leader 
Ariel Porcalla, MD, MPH   Medical Officer 
Fariba Izadi, PharmD    Regulatory Health Project Manager 
Fang Li, PhD    Pharmacometric Reviewer 
Zhixia Yan, PhD   Clinical Pharmacology Reviewer    
Xianbin Li, PhD    Statistics Reviewer 
Karen Higgins, PhD   Statistics Team Leader 
Cecilia N. Cruz, PhD   CMC Reviewer 
Dorota Matedka, PhD   CMC Team Leader  
Owen McMaster, PhD   Pharmacology/Toxicology Reviewer 
Lynette Berkeley, PhD   Clinical Microbiology Reviewer 
 
 
1. Are there any specific issues/challenges or topics that the sponsor should be made 
aware of? 
 
FDA response: Sponsor should discuss the following: 
 1. Benefits of TMC207 
 2. Clarifications on definition of relapse 
 3. Sputum conversion 
 4. Safety of product 
 5. Potential drug-drug interactions 
 
2. Can you provide any details on the format and content of the Advisory Committee 
Meeting as it relates to TMC207 (bedaquiline)? 
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FDA response: The standard format of the Advisory Committee Meeting begins with an 
introduction/opening remark, applicant’s presentation, followed by question session. This 
is then followed by FDA’s presentations, and lastly an open public hearing.  
 
3. Will there be any discussion on the CMC aspects of TMC207 (bedaquiline)? 
 
FDA response: There will be no discussions on CMC. 
 
4. Filing with Phase 2 data. Will the FDA address this up front with the Advisory 
Committee or should we prepare for this? 
 
FDA response: Please be prepared to have this discussion. Please consider focusing on 
how adequate and well-controlled the study is.  
 
5. Is the Agency expecting a discussion on the Phase 3 study design for TMC207 
(bedaquiline)? 
 
FDA response: Yes, please be prepared to have this discussion.  
 
6. Is it permissible to have external members (such as CDC, WHO, etc) speak on the 
sponsor’s behalf as advocates for the TMC207 (bedaquiline)’s clinical program relative 
to the Medical Landscape and/or Risk/Benefits associated with this compound? 
 
FDA response: As this issue was previously addressed, it is a violation of ethics statutes 
18 U.S.C. 203 and 205 for a Federal Employee (including but not limited to full-time and 
part-time employees of the NIH, CDC, DOD, and VA) to represent a third party before 
another Agency. Please note that Federal Employees will not be permitted to represent 
your company at the meeting; however, WHO representatives are acceptable. 
 
Additional questions from the sponsor: 
 

1. Sponsor inquired if there will be a discussion regarding non-clinical perspective. 
 

FDA response: There will be no non-clinical discussion at this time. 
 

2. Sponsor inquired about the Agency’s preference on the investigational drug name, 
whether TMC207 or bedaquiline, for consistency. 
 
FDA response: Agency chooses “bedaquiline” for consistency. 
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From: Izadi, Fariba 
Sent: Friday, October 05, 2012 3:16 PM 
To: 'Lewis, Gary  [JRDUS]' 
Subject:  NDA 204384-(TMC-207)-Information Request 
 
Importance: High 
Dear Mr. Lewis:  
 
We are reviewing your submission sent on June 29, 2012 for NDA 204384 (TMC-207) 
and have the following information requests: 
 
 In Table 8 (page 107) of the C208 study report, 18 and 20 subjects in the TMC207 and 
placebo groups completed the trial, respectively. However, in Table 24 (page 131) only 4 
and 16 subjects had Week 120 visit. Please clarify the results from these two tables.  
 
According to the study report, relapse was defined as having a confirmed positive sputum 
culture after prior confirmed culture conversion.  However, according to the MBAD data 
set it appears that some positive sputum culture results were overruled by subsequent 
negative sputum culture results (i.e., not considered as relapse).  Please explain the 
definitions of conversion and relapse in detail (i.e. number of negative cultures and 
number of intermittent positive cultures to be considered a conversion; number of 
positive cultures and number of intermittent negative cultures to be considered a relapse; 
whether resolution or recurrence of signs and symptoms are also considered to determine 
conversion or recurrence, respectively) . In addition, please clarify why some subjects 
(such as 4280, 4385)  who had one positive sputum culture result at the last visit were not 
considered as relapse.  
 
Best regards, 
 
Fariba Izadi, Pharm.D. 
Regulatory Health Project Manager 
Division of Anti-Infective Products 
Phone:  (301) 796-0563 
Fax:  (301) 796-9881 
E-mail: Fariba.Izadi@fda.hhs.gov 
  
Please confirm receipt of this email. 
 
 

Reference ID: 3200757



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

FARIBA IZADI
10/09/2012

Reference ID: 3200757



 
 
DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 204384 
 METHODS VALIDATION  
 MATERIALS RECEIVED 
Janssen Therapeutics, a Division of Janssen Products, LP 
Attention: Gary Lewis 
920 Route 202 
South Raritan, NJ  08869 
 
 
Dear Gary Lewis: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for Bedaquiline tablets, 100 mg and to our August 21, 
2012, letter requesting sample materials for methods validation testing. 
 
We acknowledge receipt on October 5, 2012, of the sample materials and documentation that 
you sent to the Division of Pharmaceutical Analysis (DPA) in St. Louis. 
 
If you have questions, you may contact me by telephone (314-539-3815), FAX (314-539-2113), 
or email (Michael.Trehy@fda.hhs.gov). 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Michael L. Trehy 
MVP Coordinator 
Division of Pharmaceutical Analysis, HFD-920 
Office of Testing and Research 
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 
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From: Izadi, Fariba 
Sent: Thursday, September 27, 2012 11:25 AM 
To: 'Lewis, Gary  [JRDUS]' 
Subject:  NDA 204384-TMC207-Information Request 
 
Importance: High 
Dear Mr. Lewis, 
 
We are reviewing your submission sent on June 29, 2012 and have the following 
information request from our non-clinical team.  
 
Please provide us with the historical control fertility data of Sprague-Dawley (Crl:CD®) 
rats at the  site. 
 
Best regards 
 
Fariba Izadi, Pharm.D. 
Regulatory Health Project Manager 
Division of Anti-Infective Products 
Phone:  (301) 796-0563 
Fax:  (301) 796-9881 
E-mail: Fariba.Izadi@fda.hhs.gov 
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3. 

 
4. 

 
5. 

 
6. For validation of dissolution method AD-TM-R403323-F001-TAB-DL-006222-V0.1 
 

a. Provide reproducibility test results at 10, 15, 20, and 30 minute dissolution time 
points, if available.   The validation report only contains results for the 45 minute 
sampling time. Time point data would facilitate evaluation of the proposed Q at 
30 minutes and the reproducibility of the dissolution profile. 

 
b. Submit the main conclusions for robustness study referenced to AD-IN-

ROBUST-R403323-TAB-DISS-00173-V1.0. 
 
7. 
 

8. We refer to your amendment received 12 September 2012, specifically the response to FDA 
Question #2.  The method verification studies requested by the FDA in this question were for 
the microbial enumeration studies, specifically the method verification studies for USP<61> 
and <62> assays.  Please submit the method verification studies which support your planned 
release test for microbiological purity. 
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6. 

 
7. 

 
8. Regarding the drug substance particle size distribution, 

a. 

 
b. Clarify if the same particle size distribution testing method was used for clinical 

and commercial batches. 
 
9. Address the following comments related to the drug substance manufacturing process 

description: 
a. 

 
b. 

 
c. 
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If in the future you propose a reduction in microbial limits testing we recommend that you 
have a microbial specification for the drug substance at that time.     

 
 
If you have any questions, call Althea Cuff, Regulatory Health Project Manager, at (301) 796-
4061. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Rapti D. Madurawe, Ph.D.  
Branch Chief, Branch V  
Division of New Drug Quality Assessment II 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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From: Izadi, Fariba 
Sent: Friday, September 21, 2012 12:16 PM 
To: 'Lewis, Gary  [JRDUS]' 
Subject: NDA 204384 (TMC 207) -Information Requests 
Dear Mr. Lewis, 
 
We are reviewing your submission sent on June 29, 2012 for NDA 204384 (TMC 207) 
and have the following information requests:  
 
For Study C208, we are able to replicate the time-to-conversion analysis results in 
Display EFF.21, Display EFF.23, and Display EFF.24 in Section 6.4.1, using variables 
T24CON, T24CONMF, and T24CON2 and their corresponding censoring variables. 
However, we could not find a time-to-conversion variable to exactly replicate the results 
in Display EFF.1, although we have obtained similar results based on the information 
provided in the Study Report.  This variable is different for at least two subjects from 
variable T24CON used to generate Display Eff.21, according to the Study Report.  Please 
direct us to the variable and corresponding censoring variable to replicate the analysis 
results in Display Eff.1.   In addition, please describe the differences between this time-
to-conversion variable and T24CON in detail. 
 
In the NDA submission, a Statistical Analysis Plan for Study C208, issued on 9/14/2011, 
is included. Please clarify the database lock time for the primary efficacy analysis in 
Study C208. 
 
Best regards 
 
Fariba Izadi, Pharm.D. 
Regulatory Health Project Manager 
Division of Anti-Infective Products 
Phone:  (301) 796-0563 
Fax:  (301) 796-9881 
E-mail: Fariba.Izadi@fda.hhs.gov 
  
Please confirm receipt of this email 
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 Food and Drug Administration 
Silver Spring  MD  20993 

 
NDA 204384 
 FILING COMMUNICATION 
 
Janssen Research and Development, LLC 
Attention: Gary Lewis 
Associate Director, Global Regulatory Affairs 
920 U.S. Highway 202 
P.O Box 300 
Raritan, NJ 08869-0602  
 
 
Dear Mr. Lewis: 
 
Please refer to your New Drug Application (NDA) dated June 28, 2012, received June 29, 2012, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act, for bedaquiline. 
 
We also refer to your amendments(s) dated July 20, 24, 25, and 31, August 14 and 24, 2012. 
 
We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Priority.  Therefore, the user fee goal date is December 29, 
2012. 
 
We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, 
midcycle, team and wrap-up meetings).  Please be aware that the timelines described in the 
guidance are flexible and subject to change based on workload and other potential review issues 
(e.g., submission of amendments).  We will inform you of any necessary information requests or 
status updates following the milestone meetings or at other times, as needed, during the process.  
If major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing requirement/commitment requests by December 
01, 2012. 
 
At this time, we are notifying you that, we have not identified any potential review issues.  
Please note that our filing review is only a preliminary evaluation of the application and is not 
indicative of deficiencies that may be identified during our review. 
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We request that you submit the following information: 
 

1. Please provide site-specific individual subject data (“line”) listings for each investigator 
listed in the table below. The data listings should contain: 

 
• Listing for each subject/number screened and reason(s) for subjects who did not 

meet eligibility requirements 
 

• Subject listing for treatment assignment (randomization) 
 

• Subject listing of drop-outs and subjects that discontinued with date and reason 
 

• Evaluable subjects/ non-evaluable subjects and reason not evaluable 
 

• By subject listing of eligibility determination (i.e., inclusion and exclusion 
criteria) 
 

• By subject listing of AEs, SAEs, deaths and dates 
 

• By subject listing of protocol violations and/or deviations reported in the NDA, 
description of the deviation/violation 
 

• By subject listing of the primary efficacy parameters.  For derived or calculated 
endpoints, provide the raw data listings used to generate the derived/calculated 
endpoint. 
 

• By subject listing of concomitant medications (as appropriate to the pivotal 
clinical trials) 
 

• By subject listing of laboratory tests performed for safety monitoring 
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Site # (Name,Address, 
Phone number, email, 
fax#) 

Protocol 
ID 

Number of 
Subjects Indication 

C208 
Stage 1 – 5  
Stage 2 – 20 
 

ZA00023 
Andreas Diacon 
Brooklyn Chest Hospital 
Stanberry Road 
Ysterplaat, Cape Town 7405 
South Africa 
Telephone 021 949 7751  
Cell   
Fax 021 918 1378 
Email ahd@sun.ac.za 

C 209 ITT 38 
mITT 32 

MDRTB 

ZA00052  
Alexander Pym  
King George V Hospital 
Stanley Copely Drive 
Durban 
4001 
South Africa 
Telephone 27 0 31 203 4771 
Fax 27 0 31 203 4702 
Cell  
Email apym@mrc.ac.za 

C208 Stage 1 – 11 
Stage 2 – 18 MDRTB 

ZA00059  
Francesca Conradie 
Sizwe Hospital 
Modderfontein Road 
Sandringham, Johannesburg 
2131 
South Africa 
Tel 011 276 8800 
Cell   
Fax 011 482 2130 
Email  
f conradie@witshealth.co.za 

C208 
Stage 1 – 2 
Stage 2 – 14 
 

MDRTB 

CN00022 
QIU, LIHUA  
SHANDONG 
PROVINCIAL 
CHEST HOSPITAL TB 
DEPT 
Lishan Rd N 46 
Jinan 250013 
China 

C209 ITT     10  
MITT 10 MDRTB 
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Tel 8613969085108 
No fax, no cell 
Qiu-lh@163.com 
CN00019 
TANG, SHENJIE 
SHANGHAI 
PULMONARY 
HOSPITAL 
Zhengmin Rd No 507 
Shanghai 200433 
China  
Tel 8621 65115006-2022 
Fax 8621 65111298 
Email tangsj1106@sina.com 

C209 ITT     17  
MITT 17 MDRTB 

 
2. Provide the verification studies that support the proposed microbiological test methods. 

 
3. 

 
Please respond only to the above requests for 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. 
You may request advisory comments on proposed introductory advertising and promotional 
labeling.   Please submit, in triplicate, a detailed cover letter requesting advisory comments (list 
each proposed promotional piece in the cover letter along with the material type and material 
identification code, if applicable), the proposed promotional materials in draft or mock-up form 
with annotated references, and the proposed package insert (PI), Medication Guide, and patient 
PI (as applicable).  Submit consumer-directed, professional-directed, and television 
advertisement materials separately and send each submission to: 
 

Food and Drug Administration  
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion (OPDP) 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
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Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI), Medication Guide, and patient PI (as applicable), and you believe the labeling is close 
to the final version.   
 
For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200. 
 
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(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 
 
Because the drug for this indication has orphan drug designation, you are exempt from this 
requirement. 
 
If you have any questions, call Fariba Izadi, Pharm.D., Regulatory Health Project Manager, at 
(301) 796-0563.  
 

Sincerely, 
 

{See appended electronic signature page} 
 

Katherine A. Laessig, MD 
Deputy Director 
Division of Anti-Infective Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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NDA 204384 
 REQUEST FOR METHODS  
 VALIDATION MATERIALS 
Janssen Therapeutics 
Attention: Gary Lewis 
920 Route 202 South 
Raritan, NJ 08869 
 
 
Dear Gary Lewis: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for Bedaquiline Tablets, 100 mg. 
 
We will be performing methods validation studies on Bedaquiline Tablets, 100 mg, as described 
in NDA 204384.   
 
In order to perform the necessary testing, we request the following sample materials and 
equipments: 
 

Method, current version 
LC-005327-V1 Bedaquiline Fumarate Tablet HPLC method 

 
Samples and Reference Standards 

  100  Bedaquiline Fumarate Tablets, 100 mg  
  

 
 
 
 
 
  
Equipment  
 1  

       10  
 

Please include the MSDSs and the Certificates of Analysis for the sample and reference 
materials. 
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Forward these materials via express or overnight mail to: 
 

Food and Drug Administration 
Division of Pharmaceutical Analysis 
Attn: Michael L. Trehy, Ph.D. 
1114 Market Street, Room 1002 
St. Louis, MO  63101 

 
Please notify me upon receipt of this letter.  If you have questions, you may contact me by 
telephone (314-539-3815), FAX (314-539-2113), or email (Michael.Trehy@fda.hhs.gov). 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Michael L. Trehy, Ph.D. 
MVP coordinator 
Division of Pharmaceutical Analysis, HFD-920 
Office of Testing and Research 
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 
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From: Izadi, Fariba 
Sent: Wednesday, July 25, 2012 3:38 PM 
To: Lewis, Gary  [JRDUS] 
Subject:  NDA 204-384 (TMC207) -Information Request 
 
Importance: High 
Dear Mr Lewis, 
 
We are reviewing your submission for NDA 204-384 ( TMC-207) and request respond to 
the following information requests as soon as possible.  
 

1. The dissolution method development report is incomplete.  Provide the complete 
dissolution profile data (individual values, mean, RSDs, and plots) for all 
variables tested (i.e., apparatus, media, agitation speed, etc.) to support the 
selection of the proposed dissolution test method as optimal for your product.   
FDA was unable to locate the dissolution data using USP Apparatus  as 
referenced in Section 3.2.P.2.2, and summary statistics (i.e., mean and RSDs) 
were not reported for all other conditions evaluated.  In addition, FDA 
recommends dissolution testing under mild test conditions (i.e., basket method at 
100 rpm).  To support the faster paddle speed of 150 rpm, provide the dissolution 
profile data evaluating intermediary paddle speeds (e.g., 110, 125, 140, etc.). 
 

2. Provide the complete dissolution profile data (individual values, mean, RSDs and 
plots) for all the clinical F001 lots used in the Clinical Phase IIb and Relative 
Bioavailability studies.      
 

3. Provide the complete dissolution profile data (individual values, means, RSDs and 
plots) for the  batches and Phase IIb reference batches supporting the f2 
similarity values reported in Table 29 of Section 3.2.P.2.3. 

 
Best regards, 
 

Fariba Izadi, Pharm.D. 
Regulatory Health Project Manager 
Division of Anti-Infective Products 
Phone:  (301) 796-0563 
Fax:  (301) 796-9881 
E-mail: Fariba.Izadi@fda.hhs.gov 
  
Please confirm receipt of this email 
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From: Izadi, Fariba 
Sent: Tuesday, July 24, 2012 2:58 PM 
To: Lewis, Gary  [JRDUS] 
Subject: NDA 204384- (TMC 207) Inquiry Regarding Number of Patients Enrolled In 

The Investigation Sites for Trial No. C208 and C209 
 
Importance: High 
Dear Gary, 
 
Please provide an updated list of investigation sites, investigators, and current number of subjects 
enrolled in each investigation site for Study C208 (Stages 1 and the ongoing Stage 2) and the 
ongoing Study C209. If you have provided this information in the NDA submission, please provide 
where the information is located.  
 
 
Best regards, 
 
Fariba Izadi, Pharm.D. 
Regulatory Health Project Manager 
Division of Anti-Infective Products 
Phone:  (301) 796-0563 
Fax:  (301) 796-9881 
E-mail: Fariba.Izadi@fda.hhs.gov 
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From: Izadi, Fariba 
Sent: Thursday, July 19, 2012 2:10 PM 
To: Lewis, Gary [JRDUS] 
Subject: RE: NDA 204-384 TMC207 Efficacy Sub-Group Analysis by Age, Gender, and 
Race 
 
Importance: High 
Dear Mr. Lewis, 
  
We are reviewing your submission sent on June 29, 2012 for NDA 204384 (TMC 207) 
and have the following information request. 
  
Please conduct efficacy sub-group analyses by age, gender, and race for stage 2 of the 
study 208. Please let me know if you think you will be unable to submit this by July 25th. 
Best regards 
  
Fariba 
  
 

 
From: Lewis, Gary [JRDUS] [mailto:GLewis3@its.jnj.com]  
Sent: Thursday, July 19, 2012 9:21 AM 
To: Izadi, Fariba 
Subject: NDA 204-384 TMC207 Efficacy Sub-Group Analysis by Age, Gender, and Race 

Dear Fariba: 
 
Reference is made to your 17 July 2012 phone call to inquire about efficacy sub-group 
analyses by age, gender, and race.  Specifically you wanted to know where this 
information could be found in the NDA for TMC207.  
 
In the TMC207 NDA, the subgroup analyses by age, gender, and race were conducted 
for safety only.  For efficacy, the subgroup analyses by age, gender, and race were not 
performed.  For efficacy, limited pooling was done, because of the limited number of 
studies and differences in trial design (placebo controlled versus open label and the 
shorter duration of TMC207 dosing in C208 Stage 1 ) with a focus in the ISE on 
individual study results.  For these studies, the subgroup analyses focused primarily on 
the disease characteristics/microbiologic status and less on demographical data.  
 Should you have any questions or need more information regarding this subject matter, 
please do not hesitate to contact me.  I will also give you a quick call today to follow up. 
 
 
Kind regards, 
 
Gary 
Mobile:  
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NDA 204384  

NDA ACKNOWLEDGMENT 
 
Janssen Research and Development, LLC 
Attention: Gary Lewis 
Associate Director, Global Regulatory Affairs 
920 U.S. Highway 202 
P.O Box 300 
Raritan, NJ 08869-0602  
 
Dear Mr. Lewis: 
 
 
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: TMC 207 
 
Date of Application: June 28, 2012 
 
Date of Receipt: June 29, 2012 
 
Our Reference Number:  NDA 204384 
 
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 August 28, 2012, in 
accordance with 21 CFR 314.101(a). 
 
If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3).  The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57. 
 
You are also 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). 
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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 Anti-Infective Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved.  Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm. 
 
Secure email between CDER and applicants is useful for informal communications when 
confidential information may be included in the message (for example, trade secrets or patient 
information).  If you have not already established secure email with the FDA and would like to 
set it up, send an email request to SecureEmail@fda.hhs.gov.  Please note that secure email may 
not be used for formal regulatory submissions to applications. 
 
If you have any questions, call Fariba Izadi, Pharm.D., Regulatory Health Project Manager at 
(301) 796-0563.  
 

Sincerely, 
 

{See appended electronic signature page} 
 

Frances V. Le Sane 
Chief, Project Management Staff 
Division of Anti-Infective Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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