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EXCLUSIVITY SUMMARY  

 
NDA # 202806     SUPPL #          HFD # 107 

Trade Name   TAFINLAR 
 
Generic Name   dabrafenib 
     
Applicant Name   GlaxoSmithKline, LLC       
 
Approval Date, If Known   May 29, 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? 
 

5-year New Chemical Entity Exclusivity 
 

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#             

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#             

NDA#             

NDA#             

 
 
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) 
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is "yes" for any investigation referred to in another application, do not complete remainder of 
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: 

 
      

                                                  
(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:                                      
 

                                                              
 

(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:                                          
 

                                                              
 

(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: 

 
      

 
                     

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.") 

 
Investigation #1         YES  NO  

 
Investigation #2         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: 

 
      

 
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      YES  NO  

   
Investigation #2      YES  NO  
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If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on: 

 
      

 
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"): 

 
       

 
 
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   ! 
     ! 

 IND #        YES   !  NO       
      !  Explain:   
                                 

              
 

Investigation #2   ! 
! 

 IND #        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? 
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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  

 
If yes, explain:   
 

      
 
 
================================================================= 
                                                       
Name of person completing form:  Norma Griffin                     
Title:  Regulatory Health Project Manager 
Date:  April 24, 2013 
 
                                                       
Name of Office/Division Director signing form:  Patricia Keegan, M.D. 
Title:  Director, Division of Oncology Products 2/OHOP 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
May 31, 2013 

 
From: 

 
Norma Griffin, Regulatory Health Project Manager DOP2/OHOP 

 
Subject: 

 
NDAs 202806 and 204114 – Memo to File 
TCON/Meetings Regarding Statistical Issues 

___________________________________________________________________________ 
 
 
 
The following are the dates that teleconferences and/or working session meetings were held 
between FDA and GSK to discuss statistical issues with these NDA applications: 
 
8/13/2012 Teleconference to discuss datasets 
9/7/2012 Face-to-face working session after Application Orientation meeting to discuss 

datasets 
9/19/2012 Teleconference to discuss datasets 
10/26/2012 Teleconference to discuss datasets 
11/7/2012 Teleconference to discuss datasets 
11/15/2013 Face-to-face to discuss and understand how Sponsor can assist in resolving 

specific dataset issues experienced during the review. 
3/8/2013 All day on-site working session to confirm the derived dataset from the raw data 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Public Health Service 

Food and Drug Administration 

Center for Drug Evaluation and Research 

Memorandum 
Date: May 8, 2013 

From: Norma Griffin, RPM – DOP2/OHOP/CDER 

Subject: NDAs 202806 and 204114 GSK – STATS Information Request During 
3/8/2013 Working Session 
Memo to File 

 
During a STATS working session held at FDA on 3/8/2013, the FDA STATS reviewer 
requested that GSK submit the following information: 
 

For both NDAs 204114 and 202806: 

 

1. GSK will submit the data ronccom in SAS transport file formats, together with 
adequate documentation.  

 

For NDA 202806: 

 

2. GSK will submit the dataset trt and its documentation.  
 
 
This request was made verbally during the meeting and therefore, this memo to file is 
being uploaded to both NDAs as record of this information request. 
 
This memo will be uploaded into DARRTS for the NDA files – NDA 202806 and NDA 
204114. 
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file:///N|/...2013 Request for New Patent Forms with TAFINLAR/NDA 202806 GSK - Trade Name on new Patent Forms (Sequence 0060) htm[5/8/2013 1:54:40 PM]

From: Griffin, Norma
Sent: Wednesday, May 08, 2013 1:52 PM
To: 'Ellen Cutler'
Subject: NDA 202806 GSK - Trade Name on new Patent Forms (Sequence 0060)

Importance: High
Good Afternoon Ellen,
 
For your Sequence 0060 submission (new Patent information), the Trade name listed on the Forms 3542a was  
Please resubmit with the correct name 'TAFINLAR'.
 
Thanks and kindly respond to confirm receipt of this email.

Norma S. Griffin 
Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research

Email:  Norma.Griffin@fda.hhs.gov 
Telephone   301.796.4255

Reference ID: 3305599
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Team Meeting #7 – Final Issues - Summary 
May 3, 2013 

NDA:  202806 
Product:  Tafinlar (dabrafenib) 
Submission Date: July 29, 2012 
Received Date: July 30, 2012 
Sponsor: GlaxoSmithKline (GSK), LLC 
Action Goal Date: Thursday, May 30. 2013. 

Proposed Indication:  For the treatment of patients with unresectable or metastatic melanoma with 
BRAFV600 mutation 
 
Meeting Participants 
Patricia Keegan, M.D., Director DOP2 
Monica Hughes, CPMS 
Norma Griffin., Regulatory Health Project Manager 
Meredith Libeg, Regulatory Health Project Manager 
Suzanne Demko, Clinical TL and CDTL 
Marc Theoret, M.D., Clinical Reviewer 
Vivian Yuan, Statistics 
Hong Zhao, Ph.D, Clinical Pharmacology (TL) 
Jian Wang, Clinical Pharmacology Reviewer 
Whitney Helms, Nonclinical (TL) 
Alex Putman, Nonclinical Reviewer 
Mahesh Ramanadham, OC (Facilities) 
Sue Kang, OSE, Safety RPM 
James Schlick, OSE Proprietary Name Reviewer 
Melissa Tassinari, Maternal Health (for Tammie Brent Howard) 
Latonia Ford, Patient Labeling 
Amarilys Vega, DRISK 
Donna Roscoe, CDRH Consultant 
 
Discussion Items 

 
1. Action Goal Date (10-month review):  Standard 10-month review with the PDUFA  

Action Goal Date of Thursday, May 30. 2013.  

- Final EES (facilities inspection associated with  issue) was receive and 
acceptable. 

2. Outstanding Issues: 

a. Need Clinical Review 
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NDA 202806 (dabrafenib) 
Team Meeting #7 Summary 
Page 2 of 2 
 

 

 

b. Clinical to review GSK response to Clinical PMR templates – will update/modify and 
finalize to upload into DARRTS. 

c. Information for DRAFT Press Release 

i. Will provide sections from CDTL Summary next week. 

d. Burst – DRAFT is with Division Director for review before going to OHOP. 

e. Agreement on Proposed Labeling 

i. Clinical – GSK is pushing back on brain mets. 

ii. RPM to add in OPDP’s labeling comments. 

iii. Schedule one final meeting for Tuesday, 5.7.2013 to address GSK response of 
4.23.2013.  Will include Patient Labeling edits (MedGuide), comments and edits 
from Maternal Health (section 5 and 8), ClinPharm (section 7 and 12), CMC 
(section 11), Nonclinical (sections with maternal health), and Clinical. 

f. DRAFT Approval Letter – with CPMS (Monica Hughes) before going to the TEAM. 

i. Clinical PMRs to be finalized in the letter – PMR/PMC set number is assigned 
(2044) 

ii. Labeling to be finalized in the letter 

g. Action Package – with CPMS as of 5.2.2013 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
April 26, 2013 

 
From: 

 
Norma Griffin, RPM  DOP 2/OHOP/CDER/FDA 

 
Subject: 

 
NDA 202806; GlaxoSmithKline, LLC 
Proposed Clinical PMRs – Revised DRAFT 

______________________________________________________________________________ 
 
GlaxoSmithKline, LLC  
Ellen S. Cutler 
Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear Ms. Cutler: 
 
Please see FDA’s post-marketing requirement proposal for the Tafinlar (dabrafenib) NDA 
application 202806.  This language has been revised based on our teleconference held on 
April 19, 2013 and your email response for PMR #3 provided on April 24, 2013.  Please submit 
your response and provide timelines to our proposal by Tuesday, April 30, 2013. 

Post Marketing Requirements (PMRs) Under 505(o) 
CLINICAL 
1. Submit the final analyses of safety from all ongoing randomized controlled clinical 

trial(s) using the hydroxypropyl methylcellulose formulation of dabrafenib as 
monotherapy to identify and characterize unexpected serious risks from longer duration 
of exposure. 

Milestones  
Final Analysis Plan Submission: 
Trial Completion (last patient enrolled last assessment):  
Final Report Submission:  

 
2. Submit cumulative safety analyses annually, and for one year after the last patient has 

completed clinical trial treatment, to identify and characterize the risk of new primary 
malignancies, including cutaneous squamous cell carcinoma, in all ongoing and 
subsequently initiated randomized controlled clinical trials through 2020 that use 
dabrafenib alone or in combination.  In addition to a cumulative listing of all cases, 
include the following summary analyses as well as any additional informative analyses of 
new primary malignancies in each report: 

• Incidence rates, overall and stratified by tumor type, for each arm of the trial(s) 

• Timing of onset in regard to exposure to dabrafenib (i.e., timing from first and last 
dose)
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• Prognostic features relevant to each tumor type  (e.g., clinicopathological 
features, including pertinent molecular characteristics, as well as disease staging 
information) 

• Treatment(s) administered by tumor type 

• Outcome 
 
Milestones 
Final Analysis Plan Submission: 
Interim Report Submission: 
Interim Report Submission: 
Interim Report Submission: 
Interim Report Submission: 
Interim Report Submission: 
Interim Report Submission: 
Final Report Submission:  

 
3. Submit integrated safety analyses of cardiac valvular abnormalities based on centralized, 

blinded, independent review assessment of all echocardiograms from an adequate number 
of randomized controlled clinical trials that use dabrafenib as monotherapy or in 
combination to inform the label regarding incidence rate and natural history of the safety 
signal. 
 
Submit the first interim report within six months of the date of FDA-approval of NDA 
202806 and every two years thereafter until FDA determines that the final report 
submission fulfills this postmarketing requirement. 
 
Milestones  
Final Analysis Plan Submission: 
Trial Completion (last patient enrolled last assessment):  
Interim Report Submission: 
[To GSK:  Propose milestone dates for the estimated number of interim report 
submissions] 
Final Report Submission: 

 
 
 
Please contact me if you have any questions or concerns at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
April 18, 2013 

 
From: 

 
Norma Griffin, RPM  DOP 2/OHOP/CDER/FDA 

 
Subject: 

 
NDA 202806; GlaxoSmithKline, LLC 
Clinical Comments and Information Request 

______________________________________________________________________________ 
 
GlaxoSmithKline, LLC  
Ellen S. Cutler 
Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear Ms. Cutler: 
 
Please refer to your New Drug Application (NDA) NDA 202806 for product “(dabrafenib)” 
received on July 31, 2012. 
 
Our Clinical Reviewer has the following comments and information request and requests a 
response by close of business Friday, April 19, 2013, or sooner if possible. 
 
1. According to the most recent follow-up IND Safety Report submitted for patient 

BRF113220/2858 (patient who developed a pancreatic adenocarcinoma second primary 
malignancy), the patient was going to undergo a biopsy of the pancreatic adenocarcinoma 
for the purposes of RAS testing. Please provide the results of RAS testing for this patient, 
if performed. 

 
2. In follow-up to Item # 4 of your March 11, 2013, response to our March 6, 2013, 

Information Request, please provide the results of the RAS testing for the squamous cell 
carcinoma of the head neck tumor (Patient BRF113220/2183). 
 
In addition, please provide the timing (Study Day) of the onset of the new primary 
malignancy in relation to the first dose of dabrafenib and the last dose of dabrafenib for 
the following patients:
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
April 12, 2013 

 
From: 

 
Norma Griffin, RPM  DOP 2/OHOP/CDER/FDA 

 
Subject: 

 
NDA 202806; GlaxoSmithKline, LLC 
Proposed PMRs 

______________________________________________________________________________ 
 
GlaxoSmithKline, LLC  
Ellen S. Cutler 
Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear Ms. Cutler: 
 
Please see FDA’s post-marketing requirement proposal for the Tafinlar (dabrafenib) NDA 
application 202806.  Please submit your response and provide timelines to our proposal by 
Tuesday, April 16, 2013. 

Post Marketing Requirements (PMRs) Under 505(o) 
CLINICAL 

• Submit safety analyses from additional randomized controlled clinical trial(s) of adequate 
size to allow for the identification and characterization of adverse reactions that occur at 1% 
or greater incidence rate associated with longer duration exposure. 

• Submit safety analyses annually, and for one year after the last patient has completed 
clinical trial treatment, of new primary malignancies from all ongoing and subsequently 
initiated randomized controlled clinical trials using dabrafenib alone or in combination. 

• Submit an integrated safety analysis of cardiac valvular abnormalities based on centralized, 
blinded, independent review assessment of all echocardiograms from an adequate number 
of randomized controlled clinical trials using dabrafenib to inform the label regarding 
incidence rate and natural history of this safety signal. 

 
 
 
Please contact me if you have any questions or concerns at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
April 4, 2013 

 
From: 

 
Norma Griffin, RPM  DOP 2/OHOP/CDER/FDA 

 
Subject: 

 
NDAs 202806 and 204114; GlaxoSmithKline, LLC 
Clinical Comments and Information Request 

______________________________________________________________________________ 
 
GlaxoSmithKline, LLC 
Eric Richards, Ellen Cutler, Amita Chaudhari 
Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear Eric/Ellen/Amita: 
 
Please refer to GSK’s New Drug Application (NDA) NDA 202806 for product “(dabrafenib)” 
and NDA 204114 for product “(trametinib)” received on July 31, 2012 and August 3, 2012, 
respectively. 
 
Our Clinical Reviewer has the following comments and information request, and requests a 
response by tomorrow, Friday, April 5, 2013. 
 
For NDAs 202806 and 204114: 
 
1. Provide the location in the NDAs or submit the supporting datasets and summary tables 

(or Figures) that details the reasons for the 483 screening failures in BRF113683 and the 
737 screening failures in MEK114267. 

 
2. Please clarify the potential discrepancy in Tables 5 and 6 of the BRF113683 clinical 

study report in regard to the number of patients in the dabrafenib treatment arm and the 
trametinib treatment arm with treatment ongoing at the time of data cut-off: 
• Table 5, treatment ongoing in 107 and 17 patients in the dabrafenib and DTIC 

treatment arms, respectively 
• Table 6, on randomized study treatment in 106 and 14 patients in the dabrafenib and 

DTIC treatment arms, respectively 
 
A similar discrepancy was not identified within Tables 5 and 6 of the MEK114267 
clinical study report. 
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3. Table 52 in the ISS and Table 68 in the MEK114267 study report list one chemotherapy-

treated  patient  and four trametinib-treated patients as having an increase from baseline 
in QTcB ≥501 msec.  The review of the ECG.xpt dataset identified four trametinib-
treated patients but no chemotherapy-treated patients with a worst-case increase from 
baseline of QTcB to≥501 msec.  Please clarify this potential discrepancy. 

 
 
Please contact me if you have any questions at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
April 3, 2013 

 
From: 

 
Norma Griffin, RPM  DOP 2/OHOP/CDER/FDA 

 
Subject: 

 
NDA 202806; GlaxoSmithKline, LLC 
Specific Dates for Proposed PMR 

______________________________________________________________________________ 
 
GlaxoSmithKline, LLC  
Ellen S. Cutler/Amita Chaudhari 
Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear Ellen/Amita: 
 
We refer to your New Drug Application (NDA) NDA 202806 for product “(dabrafenib)” 
received on July 31, 2012. 
 
I also refer to the following proposed PMR language: 
 
PMR - QT/QTc interval prolongation Trial:  

Complete a clinical trial evaluating the potential for dabrafenib to prolong the QT/QTc 
interval in accordance with the principles of the FDA Guidance for Industry entitled “E14 
Clinical Evaluation of QT/QTc Interval Prolongation”. Submit the final report that includes 
central tendency, categorical and concentration-QT analyses, along with a thorough review of 
cardiac safety data. 

 
Final protocol Submission:  Submitted 
Study/Trial Completion:  1Q 2014 
Final Report Submission:  4Q 2015 

 
PMR - Hepatic Impairment Pharmacokinetic Trial: 

Complete a clinical pharmacokinetic trial to determine the appropriate dabrafenib dose in 
patients with moderate to severe hepatic impairment in accordance with the FDA Guidance for 
Industry entitled “Pharmacokinetics in Patients with Impaired Hepatic Function: Study 
Design, Data Analysis, and Impact on Dosing and Labeling”. 

 
Final protocol Submission:  Submitted 
Study/Trial Completion:  3Q 2014 
Final Report Submission:  2Q 2015 
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PMR - Renal Impairment Pharmacokinetic Trial 

Complete a clinical pharmacokinetic trial to determine the appropriate dabrafenib dose in 
patients with severe renal impairment in accordance with the FDA Guidance for Industry 
entitled “Pharmacokinetics in Patients with Impaired Renal Function: Study Design, Data 
Analysis, and Impact on Dosing and Labeling”. 

 
Final protocol Submission:  Submitted 
Study/Trial Completion:  3Q 2014 
Final Report Submission:  2Q 2015 

 
PMR - Drug Drug Interaction Trial 

Conduct a drug interaction trial to evaluate the effect of rifampin (a strong CYP3A4 and 
CYP2C8 inducer) on the repeat dose pharmacokinetics of dabrafenib in accordance with the 
FDA Guidance for Industry entitled “Drug Interaction Studies – Study Design, Data Analysis, 
Implications for Dosing, and Labeling Recommendations”. The results of this clinical trial 
should allow for a determination on how to dose dabrafenib with regard to concomitant 
strong CYP3A4 and CYP2C8 inducers. 

  
Final protocol Submission:  2Q 2013 
Study/Trial Completion:  4Q 2014 
Final Report Submission:  2Q 2015 

 
 
For the dates listed above in RED that only list the quarter, please indicate the specific milestone 
(month) date for these and provide your response by April 4, 2013 in order to incorporate the 
timelines into our clinical pharmacology review.  If the specific dates (month) were already 
submitted to the NDA, please indicate the submission date and serial/sequence number. 
 
 
Please contact me if you have any questions at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov. 
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Wrap-Up Meeting Summary 
April 2, 2013 

NDA: 202806 
Product:  Tafinlar (dabrafenib) 
Submission Date: July 29, 2012 
Received Date: July 30, 2012 
Sponsor: GlaxoSmithKline (GSK), LLC 
 
Proposed Indication:  For the treatment of patients with unresectable or metastatic 
melanoma with BRAFV600 mutation 
 
Participants: 
Patricia Keegan, M.D., Director, DOP2 
Joseph Gootenberg, M.D., Deputy Director, DOP2 
Karen Jones, CPMS, DOP2 
Monica Hughes, CPMS, DOP2 
Norma Griffin, Regulatory Health Project Manager 
Marc Theoret, Clinical Reviewer, DOP2 
Kun He, Statistics (TL) 
Weishi (Vivian) Yuan, Statistics 
Hong Zhao, Clinical Pharmacology (TL) 
Rosane Charlab Orbach, Genomics (TL) 
Christian Grimstein, Genomics Reviewer 
Whitney Helms, Nonclinical (TL) 
Alexander Putman, Nonclinical Reviewer 
Nallaperumal Chidambaram, Acting Branch Chief, ONDQA 
Liang Zhou, ONDQA 
Amit Mitra, Product Quality Reviewer, ONDQA 
Gaetan Ladourceur, Product Quality Reviewer, ONDQA 
Mahesh Ramanadham, OC (Facilities) 
Sue Kang, OSE, Safety RPM 
James Schlick, DMEPA 
Todd Bridges, DMEPA 
Donna Roscoe, CDRH Consultant 
Katherine Coyle, DPVII 
Peter Waldron, DPVII 
Amarylis Vega, DRISK 
Vicki Moyer, Maternal Health 
Adel Abou-Ali, OSE, DEPII 
Latonia Ford, Patient Labeling 
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j. CDRH:  Waiting on data from Clinical. 
 
Pending Consults 
a. DMEPA – Proprietary Name (TAFINLAR) is acceptable – Proprietary Name Request 

Conditionally Acceptable letter issued on 2.12.2013.  No additional final letter is 
needed. 

b. DSI Inspection –Clinical Inspection Summary in DARRTS on 2.8.2013 
• VAI-Foreign Inspection - Russia – in DARRTS on 3.20.2013 
• SM Inspection (NAI) – Collegeville, PA – in DARRTS on 1.22.2013 
• CI Foreign (NAI) – France – in DARRTS on 1.22.2013 

c. Maternal Health – review will be signed on or before 4.18.2013. 

d. DRISK – review is ready but need final Clinical labeling comments. 

Labeling Discussion 
FDA proposed edits due to Sponsor by Thursday, 4.11.2013.  All labeling revisions complete by 
Wednesday, April 10, 2013.  Clinical to work on completing labeling revisions by next week. 

- Requested non-REMS MedGuide which was received 3.14.2013. 

- Container Labeling comments sent to the Sponsor on 3.20.2013 with response from 
Sponsor on 3.27.2013. 

 

Discuss Postmarketing Commitments 
There will be 6 Clin/Pharm PMRs, 1 Clin/Pharm PMC, and possibly 2 Clinical PMRs.  
RPM to contact Sponsor to request that they provide specific dates in their proposed 
language – not listing as a ‘specified quarter’. 
 

Discuss Postmarketing Safety Surveillance Plan:  This will be routine safety 
surveillance. 

Discussion of Proposed Action To Be Taken – As of this date, no issues (other than 
those that are expected to be addressed) to affect a scheduled Action. 

 

Discussion of sign-off procedure and schedule 

Final primary and secondary reviews need to be completed (by April 11, 2013) in order 
for the CDTL to review and ultimately for the DD to complete her review within the 
planned, 10-month review timeframe.  Sign-off process will continue with labeling, 
PMR/PMCs, and action letter. 

All press-related documents need to be drafted and circulated.  The action package and 
draft final action letter will be drafted and circulated for review. 

o Draft Press Release and Information Advisory – have been in contact with Stephanie 
Yao regarding the changed timing of Action so that this can be prepared. 

o RPM to draft ASCO Burst 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
April 2, 2013 

 
From: 

 
Norma Griffin, RPM  DOP 2/OHOP/CDER/FDA 

 
Subject: 

 
NDA 202806 and NDA 204114; GlaxoSmithKline, LLC 
Statistical Comments and Information Request 

______________________________________________________________________________ 
 
GlaxoSmithKline, LLC 
Amita Chaudhari, Ellen S. Cutler, and Eric Richards 
Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear All: 
 
Please refer to GSK’s New Drug Application (NDA) NDA 202806 for product “(dabrafenib)” 
and NDA 204114 for product “(trametinib)” received on July 31, 2012 and August 3, 2012, 
respectively. 
 
For NDAs 202806 and 204114: 
 
1. Please derive the Investigator assessed PFS, ORR, and DoR based on raw lesion data. 

Submit the analysis data and results. 

 
For NDA 204114: 
 
2. In NDA 204114, please provide subgroup analyses by V600E/K for PFS (include INV, 

IRC_IR and IRC_IRIO), ORR (include INV, IRC_IR and IRC_IRIO), and OS. 
 
Please submit your response by noon tomorrow, Wednesday, April 3, 2013. 
 
 
Please contact me if you have any questions at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov. 
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From: Martin, Jewell
To: "Kathleen Church"
Cc: Griffin, Norma
Subject: NDA 202806 Information Request
Date: Monday, April 01, 2013 12:47:00 PM

Hello Kathleen,

Please provide the following information by COB April 2, 2013:

We do not agree with your proposal
 (Footnote 2. in

Specification for Dabrafenib Mesylate, Micronized

). Remove Footnote 2 in section
S.4.1 and provide a revised specification Table of dabrafenib mesylate.

In addition to formally submitting this information.  Please provide me
with a courtesy copy via email.

Best,

Jewell

Jewell D. Martin, MA, MBA, PMP
Product Quality Regulatory Project Manager
Office of New Drug Quality Assessment
Food and Drug Administration
White Oak Building 21, Rm 2625
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
(301) 796-2072
jewell.martin@fda.hhs.gov 

P Please consider the environment before printing this e-mail

Reference ID: 3286747
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From: Griffin, Norma
Sent: Friday, March 29, 2013 2:23 PM
To: Amita.M.Chaudhari@gsk.com; ellen.s.cutler@gsk.com
Cc: eric.2.richards@gsk.com
Subject: NDA 202806 GSK - ClinPharm IR 3.29.2013 - Update on Drug-Drug Interaction Trial BRF113771

Importance: High
Amita/Ellen:
 
 Could you please provide an update regarding the Drug-Drug Interaction Trial BRF113771? 
  "A Four-Part, Open-Label Study to Evaluate the Effects of Repeat Dose GSK2118436 on the Single Dose
Pharmacokinetics of Warfarin, the Effects of Repeat Dose Oral Ketoconazole and Oral Gemfibrozil on the Repeat
Dose Pharmacokinetics of GSK2118436, and the Repeat Dose Pharmacokinetics of GSK2118436 in Subjects with
BRAF Mutant Solid Tumors " 
 
Thanks,

Norma S. Griffin 
Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research

Email:  Norma.Griffin@fda.hhs.gov 
Telephone   301.796.4255
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
March 27, 2013 

 
From: 

 
Norma Griffin, RPM  DOP 2/OHOP/CDER/FDA 

 
Subject: 

 
NDA 202806 and NDA 204114; GlaxoSmithKline, LLC 
Statistical Comments and Information Request 

______________________________________________________________________________ 
 
GlaxoSmithKline, LLC 
Amita Chaudhari, Ellen S. Cutler, and Eric Richards 
Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear Ms. Chaudhari: 
 
Please refer to GSK’s New Drug Application (NDA) NDA 202806 for product “(dabrafenib)” 
and NDA 204114 for product “(trametinib)” received on July 31, 2012 and August 3, 2012, 
respectively. 
 
For NDAs 202806 and 204114: 
 
1. Submit a dataset that contains the analysis data for IRC assessed PFS, OS, IRC assessed 

ORR and DoR analyses.  Include the following variables in the dataset: 

a) Unique subject ID 

b) Important variables that are currently listed in oncttern 

c) PFS analyses variables: PFS_GSK, PFS_IR, PFS_IRIO 

d) OS analyses variable 

e) ORR analysis variables and corresponding DoR variables : ORR_GSK, 
DoR_GSK, ORR_IR, DoR_IR, ORR_IRIO, DoR_IRIO 

 
Please submit the SAS programs that generated the Tables 1-4 in GSK’s March 20, 2013 
submission. 

 
2. Using the same algorithm to calculate ORR for the Phase III studies, analyze and report 

ORR and DoR analyses based on raw lesion data for Study BRF 113929 in NDA 202806. 
Report results for each cohort and combined cohorts, and report results based on 
investigator’s assessments and IRC assessments separately. 
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3. Using the same algorithm to calculate ORR for the Phase III studies, analyze and report 

ORR and DoR analyses based on raw lesion data for Study MEK113583 in NDA 
202806. Report results for each cohort and combined cohorts. 

 
Given the review time left, please submit your response by Friday, March 29, 2013, or sooner 
if possible. 
 
 
Please contact me if you have any questions at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
March 22, 2013 

 
From: 

 
Norma Griffin, RPM  DOP 2/OHOP/CDER/FDA 

 
Subject: 

 
NDA 202806; GlaxoSmithKline, LLC 
Proposed PMC Language 

______________________________________________________________________________ 
 
GlaxoSmithKline, LLC  
Ellen S. Cutler 
Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear Ms Cutler: 
 
We refer to your New Drug Application (NDA) NDA 202806 for product “(dabrafenib)” 
received on July 31, 2012. 
 
Clinical Pharmacology proposed the following Post Marketing Commitments (PMC) for 
“dabrafenib”: 
 

Conduct a clinical trial to evaluate if proton pump inhibitors, H2 antagonists, and antacids 
alter the bioavailability of dabrafenib.  You may study the worst case scenario first, and then 
determine if further studies of other drugs are necessary.  The study results should allow for a 
determination on how to dose dabrafenib with regard to these gastric pH elevating agents. 

 
 
Please provide the milestone timelines for this trial by March 29, 2013 in order to incorporate the 
timelines into our clinical pharmacology review. 
 
 
Please contact me if you have any questions at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov. 
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6. Ensure the established name is at least ½ the size of the proprietary name and has 

prominence commensurate with the proprietary name taking into account all pertinent 
factors including typography, layout, contrast and other printer features per 21 CFR 
201.10(g)(2). 
 

In addition, please advise on when you will submit the container labeling bearing the new 
proprietary name ‘Tafinlar’. 
 
Please contact me if you have any questions or concerns at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
March 19, 2013 

 
From: 

 
Norma Griffin, RPM  DOP 2/OHOP/CDER/FDA 

 
Subject: 

 
NDA 202806; GlaxoSmithKline, LLC 
Clinical Comments and Information Request 

______________________________________________________________________________ 
 
GlaxoSmithKline, LLC  
Ellen S. Cutler 
Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear Ms. Cutler: 
 
Please refer to your New Drug Application (NDA) NDA 202806 for product “(dabrafenib)” 
received on July 31, 2012. 
 
Our Clinical Reviewer has the following comments and information request and requests a 
response by close of business Wednesday, March 20, 2012, or sooner if possible. 
 
1. Please provide further clarification of your March 11, 2013, response to FDA request #1. 

 Specifically, it is not clear whether listings where the derived variable “SDCPRSCD” is 
coded to 91 (disease progression) represents information that was missing and 
subsequently imputed or information that was derived from a raw variable or variables 
recorded in a different eCRF.  According to the annotated case report form for the 
“GSK2118436 Discontinuation” form, the SDRSCD raw variable that came directly from 
the eCRF included a date entry selection for disease progression (SDRSCD=91) which 
could have been selected directly by Investigators, in addition to the data entry selections 
for AE (SDRSCD=1), investigator discretion (SDRSCD=7), and subject decision 
(SDRSCD=8). 

a. Why was information concerning discontinuation due to disease progression 
excluded from the SDRSCD raw variable in the listings in the RIPDISC.xpt 
dataset since, according to the “GSK2118436 Discontinuation” eCRF, 
investigators could have directly selected disease progression as the reason for 
early discontinuation? 

b. If not SDRSCD, what raw variable recorded the investigator’s selection of 
“disease progression” as the reason discontinuation of GSK2118436. 
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c. If the data for patients who discontinued GSK2118436 based on disease 
progression (SDCPRSCD = 91) was imputed or derived, please detail the method 
used to determine that the 115 patients discontinued due to disease progression. 

 
Please state whether the method for coding patients as discontinuing GSK1120212 due to 
disease progression (SDCPRSCD variable code = 91) was the same in the datasets 
submitted for Trial MEK114267 (NDA 204114) as that used in the datasets submitted for 
Trial BRF113683. 
 

2. According to the most recent follow-up IND Safety Report submitted for patient 
BRF113220/2442, the patient who developed a glioblastoma second malignancy while 
participating in Trial BRF113220, additional molecular testing was to be performed 
(studies for EGFR, PTEN, MGMT, and 1P19Q deletion).  Please submit the results of 
this testing. 

 
 
Please contact me if you have any questions or concerns at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
March 17, 2013 

 
From: 

 
Norma Griffin, RPM  DOP 2/OHOP/CDER/FDA 

 
Subject: 

 
NDA 202806 and NDA 204114; GlaxoSmithKline, LLC 
Statistical Comments and Information Request 

______________________________________________________________________________ 
 
GlaxoSmithKline, LLC 
Ellen S. Cutler 
Eric Richards 
Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear Ms. Cutler/Mr. Richards: 
 
Please refer to your New Drug Application (NDA) NDA 202806 for product “(dabrafenib)” and 
NDA 204114 for product “(trametinib)” received on July 31, 2012 and August 3, 2012, 
respectively. 
 
The SAS programs that you submitted on March 15, 2013, cannot be utilized in the review of 
NDAs 202806 and 204114.  These programs derived objective response rates (ORR) and 
duration of response (DoR) based on the response datasets, which were not raw datasets.  In the 
meeting on March 8, 2013, GSK agreed that the PFS analyses data should be derived based on 
raw lesion data, and therefore, ORR and DoR should be derived on raw lesion data to be 
consistent with the primary analysis approach. 
 
You should resubmit the programs for deriving confirmed ORR and DoR for both NDAs based 
on raw IRC lesion data set (rlesioe1) and the programs should meet the following requirements: 

1. The SAS programs should not contain any macros. 

2. Derivations of complete response (CR) and partial response (PR) should follow RECIST 
1.1 guidelines.  For example, in the evaluation of target lesions, a CR is defined as 
disappearance of all target lesions—pathologic lymph nodes (whether target or non-
target) must have reduction in short axis to <10 mm; a PR is defined as at least a 30% 
decrease in the sum of diameters of target lesions from the baseline sum of diameters. 

3. Adequate documentation should be provided to explain the procedure of the derivation in 
the programs.  Every SAS procedure in the program should have comments to explain its 
purpose.  Additional documentation can be provided in a separate document if necessary. 

4. State whether the derivation of a confirmed best overall response of CR or PR requires 
the standard 4 weeks as the minimum time that must have elapsed prior to the 
confirmatory measurement.
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5. Since different patterns of CR, PR, PD, NE were observed at different visits, clearly 
explain how these different patterns of CR, PR, NE and PD were processed in the 
derivation of the confirmed best overall CR/PR and in the derivation of the duration of 
overall response.  Follow Table 3 and Section 4.4.4 in RECIST 1.1 guidelines 
(http://www.eortc.be/recist/documents/RECISTGuidelines.pdf) for these derivations and 
clarify the procedure for handling of missing data/assessments (e.g., not evaluable) in the 
determination of confirmed best overall response as well as duration of response.  In 
addition, clarify the determination of confirmed best overall response for patients with 
overall response determinations of CR at the first time point and PR at the subsequent 
time point. 

6. Two versions of ORR derivation should be provided: one that excludes assessments by 
the independent oncologists and one that includes the assessments by the independent 
oncologists.  The ORR and DoR results calculated by the programs described above 
should be reported in tables for both NDAs 202806 and 204114. 

 
If you need clarification on any of the items above, please discuss with us as soon as possible. 
Given the review time left, the programs should be submitted no later than close of business 
March 20, 2013, or sooner than that if possible. 
 
 
Please contact me if you have any questions at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
March 14, 2013 

 
From: 

 
Norma Griffin, RPM  DOP 2/OHOP/CDER/FDA 

 
Subject: 

 
NDAs 202806; GlaxoSmithKline, LLC 
Amended IR and SAS Codes 

________________________________________________________________________ 
 
GlaxoSmithKline, LLC 
Ellen Cutler 
Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear Ms. Cutler: 
 
Please refer to your New Drug Applications (NDA) 202806 for “dabrafenib” received on 
July 30, 2012. 
 
In response to your ‘Response algorithms’ email of 2:35 pm 3/13/2013, our Statistical 
Reviewer has provided the following SAS codes for NDA 202806 so that you can 
complete the information request of 3.13.2013 outlined below: 
 

“Please provide the SAS program used to calculate the blinded, independent 
committee review (BICR)-assessed ORR and DoR per RECIST 1.1 criteria.  The 
program should not contain any SAS macros.  Provide sufficient comments to 
explain the algorithm in the program.  Given the time limitations, please submit 
this program by close of business, Friday, March 15, 2013.” 

 
In addition, please provide PFS analysis results in following Table 1 and Table 2.  
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Table 1. PFS Analysis Per Independent Radiologist Assessment 
 Dabrafenib 

n= 187 
DTIC 
n=63 

Num of Events   

              PD   

              Death   

Median PFS (months), 95%CI   

Cox Stratified HR Per CRF (95% CI) [P]  

Cox Stratified HR Per IVRS (95% CI) [P]  

Cox Un- stratified HR (95% CI) [P]  
Pike Stratified HR Per CRF (95% CI) [P]  
Pike Stratified HR Per IVRS (95% CI) [P]  
Pike Un-stratified HR (95% CI) [P]  
 
 
Table 2. PFS Analysis Per Independent Radiologist and Oncologist Assessments 
 Dabrafenib 

n= 187 
DTIC 
n=63 

Num of Events   

              PD   

              Death   

Median PFS (months), 95%CI   

Cox Stratified HR Per CRF (95% CI) [P]  

Cox Stratified HR Per IVRS (95% CI) [P]  

Cox Un- stratified HR (95% CI) [P]  
Pike Stratified HR Per CRF (95% CI) [P]  
Pike Stratified HR Per IVRS (95% CI) [P]  
Pike Un-stratified HR (95% CI) [P]  
 
 
Please contact me if you have any questions or concerns at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov.  
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
March 14, 2013 

 
From: 

 
Norma Griffin, RPM  DOP 2/OHOP/CDER/FDA 

 
Subject: 

 
NDAs 202806; GlaxoSmithKline, LLC 
SAS Codes 

________________________________________________________________________ 
 
GlaxoSmithKline, LLC 
Ellen Cutler 
Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear Ms. Cutler: 
 
Please refer to your New Drug Applications (NDA) 202806 for “dabrafenib” received on 
July 30, 2012. 
 
In response to your ‘Response algorithms’ email of 2:35 pm 3/13/2013, our Statistical 
Reviewer has provided the following SAS codes for NDA 202806 so that you can 
complete the information request of 3.13.2013 outlined below: 
 

“Please provide the SAS program used to calculate the blinded, independent 
committee review (BICR)-assessed ORR and DoR per RECIST 1.1 criteria.  The 
program should not contain any SAS macros.  Provide sufficient comments to 
explain the algorithm in the program.  Given the time limitations, please submit 
this program by close of business, Friday, March 15, 2013.” 

 
Please contact me if you have any questions or concerns at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
March 13, 2013 

 
From: 

 
Norma Griffin, RPM  DOP 2/OHOP/CDER/FDA 

 
Subject: 

 
NDAs 202806 and 204114; GlaxoSmithKline, LLC 
Statistical Comments and Information Request 

______________________________________________________________________________ 
 
GlaxoSmithKline, LLC 
Ellen Cutler 
Eric Richards 
Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear Ms. Cutler/Mr. Richards: 
 
Please refer to your New Drug Applications (NDA) 202806 and 204114 for products 
“dabrafenib” and “(trametinib)” received on July 30, 2012 and August 3, 2012 respectively. 
 
In response to E. Cutler’s ‘Response algorithms’ email of 2:35 pm 3/13/2013, our Statistical 
Reviewers have the following comments and information request.  We request a response by 
Friday, March 15, 2013, or sooner if possible. 
 

Please provide the SAS program used to calculate the blinded, independent committee 
review (BICR)-assessed ORR and DoR per RECIST 1.1 criteria.  The program should 
not contain any SAS macros.  Provide sufficient comments to explain the algorithm in the 
program.  Given the time limitations, please submit this program by close of business, 
Friday, March 13, 2013. 

 
 
Please contact me if you have any questions or concerns at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov. 

Reference ID: 3275918
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Team Meeting #6 Summary 
March 6, 2013 

NDA:  202806 
Product:  Tafinlar (dabrafenib) 
Submission Date: July 29, 2012 
Received Date: July 30, 2012 
Sponsor: GlaxoSmithKline (GSK), LLC 
Proposed Indication:  For the treatment of patients with unresectable or metastatic 
melanoma with BRAFV600 mutation 
 
Meeting Participant: 
Patricia Keegan, M.D., Director DOP2 
Norma Griffin., Regulatory Health Project Manager 
Suzanne Demko, Clinical TL and VDTL 
Marc Theoret, M.D., Clinical Reviewer 
Weishi (Vivian) Yuan, Statistics 
Hong Zhao, Ph.D, Clinical Pharmacology (TL) 
Jian Wang., Clinical Pharmacology 
Justin Earp, Pharmacometrics Reviewer 
Christian Grimstein, Genomics Reviewer 
Whitney Helms, Nonclinical (TL) 
Alexander Putman, Nonclinical Reviewer 
Amit Mitra, Product Quality Reviewer 
Gaetan Ladouceur, Product Quality Reviewer 
Jean Mulinde, OSI Reviewer 
Sue Kang, OSE, Safety RPM 
James Schlick, OSE Proprietary Name Reviewer 
Donna Roscoe, CDRH Consultant 
Amarilys Vega, DRISK 
Katherine Coyle, OSE 
Tammie Brent-Howard, Maternal Health 
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Discussion Items 
 
1. Action Goal Date (10-month review):  Standard 10-month review with the PDUFA Action 

Goal Date of Thursday, May 30. 2013. 
2. Discuss by Primary Discipline: 

a. Clinical:  Difficulties with efficacy analyses (PFS analyses).  More IRs to be sent to the 
Sponsor.  J.Mulinde just sent the IRC Charters for dabrafenib to Clinical – will check 
to see if they were formally submitted to the NDA.  Due to  

Need to request non-REMS Medication Guide. 

Valvular abnormalities – may be a potential PMR. 

i. Clinical Protocol/Site inspection:  Clinical Inspection Summary completed and 
uploaded into DARRTS as of 2.8.2013. 

 
b. Statistics:  Discussion regarding data for PFS and difference in Hazard Ratio. 

c. Clinical Pharmacology:  Final review in progress and finalizing PMR/PMC template.  
Noted that GSK will submit three drug-drug interaction studies at the end of the 
month. 

d. Genomics:  Review is on-going. 

e. CMC:  Drug Substance – need final with API assessment.  Drug Product – working 
with Office of Compliance on  issue.  Also working with Pharm/Tox 
which has confirmed the levels.  More data is need but it is thought that this will not 
hold up an action.  Currently following up with CMC Facilities. 

f. Biopharmaceutics:  Review is on-going and currently no issues. 

g. Nonclinical:  Review is on-going and currently no issues. 

h. CDRH:  Explanation of bridging study data.  Wants to know from Clinical what the 
data support to ‘approve’ – V600E ?  Per Clinical, the data does not support 

  CDRH data is dependent on STATS PFS data. 

i. Regulatory 

i. On 1.30.2013, the CDTL (with Director agreement) decided that the timing of 
this application would not be accelerated as was initially planned and would 
instead be the Standard 10-month review with the PDUFA Action Goal Date of 
Thursday, May 30. 2013. 

ii. DMEPA found Proprietary Name “TAFINLAR’ acceptable.  Proprietary Name 
Request Conditionally Acceptable’ letter issued on 2.12.2013. 

iii. All day working STATS meeting scheduled with GSK for Friday, March 8, 2013 
(for both NDAs 202806 and 204114).  This meeting is to go over the whole 
process of how the derived data were derived from raw data.  STATS goal for the 
meeting is to get a final version of the SAS program and therefore they plan to 
run through ~2000 lines of SAS program. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
March 6, 2013 

 
From: 

 
Norma Griffin, RPM  DOP 2/OHOP/CDER/FDA 

 
Subject: 

 
NDA 202806; GlaxoSmithKline, LLC 
Comments and Request 

______________________________________________________________________________ 
 
GlaxoSmithKline, LLC  
Ellen S. Cutler 
Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear Ms. Cutler: 
 
Please refer to your New Drug Application (NDA) NDA 202806 for product “(dabrafenib)” 
received on July 31, 2012. 
 
The Review Team has the following comments and request. 
 

Because of the serious risk of developing secondary malignancies that are associated with 
this drug Tafinlar (dabrafenib), which could affect the patients decision to use the product, or 
to continue to use the product, FDA is requesting that GSK provide as part of their required 
labeling for this drug Tafinlar (dabrafenib), a draft non-REMS patient medication guide by 
Thursday, March 14, 2013. 

 
Please contact me if you have any questions or concerns at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov. 

Reference ID: 3272127
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
March 6, 2013 

 
From: 

 
Norma Griffin, RPM  DOP 2/OHOP/CDER/FDA 

 
Subject: 

 
NDA 202806 and NDA 204114; GlaxoSmithKline, LLC 
Statistical Comments and Information Request 

______________________________________________________________________________ 
 
GlaxoSmithKline, LLC 
Ellen S. Cutler 
Eric Richards 
Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear Ms. Cutler/Mr. Richards: 
 
Please refer to your New Drug Application (NDA) NDA 202806 for product “(dabrafenib)” and 
NDA 204114 for product “(trametinib)” received on July 31, 2012 and August 3, 2012, 
respectively. 
 
Our Statistical Reviewers have the following comments and information request and requests a 
response by Thursday, March 7, 2012, or sooner if possible. 
 
 
1. For both NDAs, provide the detailed definitions of the codings of the variables 

DSSCATCD, DSRSCD.  Currently, DSSCATCD is included in the derived data set of 
NDA 204114, but not in NDA202806.  It is included in the raw data set of NDA 202806 
but did not have any documentation. 

 
2. Provide the location of the Independent Review Charter.  Submit the charter if it has not 

been submitted. 
 
3. For Study 113683 of NDA 202806, the data set trt was not submitted but it was 

referenced in the dataset overview Section 3.3.1.  Submit this dataset. 
 
 
Please contact me if you have any questions or concerns at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov. 

Reference ID: 3271755
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
March 6, 2013 

 
From: 

 
Norma Griffin, RPM  DOP 2/OHOP/CDER/FDA 

 
Subject: 

 
NDA 202806; GlaxoSmithKline, LLC 
Clinical Comments and Information Request 

______________________________________________________________________________ 
 
GlaxoSmithKline, LLC  
Ellen S. Cutler 
Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear Ms. Cutler: 
 
Please refer to your New Drug Application (NDA) NDA 202806 for product “(dabrafenib)” 
received on July 31, 2012. 
 
Our Clinical Reviewer has the following comments and information request and requests a 
response by Friday, March 8, 2012, or sooner if possible. 
 
 
1. No subjects listed in the IPDISC.xpt (Trial BRF113683; September 21, 2012 submission 

of the dataset) were coded (i.e., SDRSCD = 91) as having discontinued the 
investigational product based on the investigator selection of “[91] Disease progression 
(including death due to disease progression)” on the “BRF113683_SV3 : GSK2118436 
DISCONTINUATION (GSK2118436 DISCON)” eCRF. 

 
Please clarify how line listings with no value for variable “SDRSCD”  were determined 
to be discontinuations due to disease progression (variable “SDENRSCD” = 91 in the 
analysis dataset IPDISC.xpt) rather than missing data. 
 

2. Please confirm that none of the 110 adverse event listings in the Adverse event of special 
interest category “Cutaneous Squamous Cell Carcinoma (including keratoacanthoma)” 
(AESSCCD=60) contained in the 120-Day Safety Update AE.xpt dataset were non-
cutaneous squamous cell carcinomas.  In addition, provide a tabular listing of all 
cutaneous squamous cell carcinomas (cuSCC) in the integrated safety database which 
includes the following information:

Reference ID: 3271752
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5. Please clarify the following potential discrepancy in the 120-Day safety update: 
 
In the 120-Day Safety Update, the narrative provided for patient BRF11383.0000600, a 
patient with infiltrating ductal adenocarcinoma of the left breast based on a biopsy 
performed on Study Day 350, stated that on re-review of past scans, the mass was visible 
on 23-Jun-2011, 42 days since the first dose of GSK2118436 (first dose of GSK2118436 
was 13-May-2011).  This narrative does not include a description of a scan performed 
prior to initiation of dabrafenib that demonstrated the left breast mass.  However, the 
summary of the case provided in Section 4.4.5.4 of the 120-Day Safety Update (page 37) 
states that, upon review of prior imaging, the left breast mass was determined to be 
present prior to initiating therapy with dabrafenib. 

 
 
Please contact me if you have any questions or concerns at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov. 

Reference ID: 3271752
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

NDA 202806                 PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
GlaxoSmithKline, LLC 
1250 South Collegeville Road 
Collegeville, PA  19426 
 
ATTENTION:  Ellen Cutler 
   Senior Director, Regulatory Affairs 
 
Dear Ms. Cutler: 
 
Please refer to your New Drug Application (NDA) submitted July 29, 2012, received July 30, 2012, 
submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act for Dabrafenib Capsules, 
50 mg and 75 mg. 
 
We also refer to your November 27, 2012, correspondence, received November 27, 2012, requesting 
review of your proposed proprietary name, Tafinlar.  We have completed our review of the proposed 
proprietary name, Tafinlar and have concluded that it is acceptable.  
 
The proposed proprietary name, Tafinlar, 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 November 27, 2012, 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, contact Sue Kang, Safety Regulatory Project Manager in the Office of Surveillance and 
Epidemiology, at (301) 796-4216.  For any other information regarding this application contact the Office 
of New Drugs (OND) Regulatory Project Manager, Norma Griffin at (301) 796-4255.   
 

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 

Reference ID: 3259675
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
February 1, 2013 

 
From: 

 
Norma Griffin, RPM  DOP 2/OHOP/CDER/FDA 

 
Subject: 

 
NDA 202806; GlaxoSmithKline, LLC 
Clinical Pharmacology Comments 

______________________________________________________________________________ 
 
GlaxoSmithKline, LLC  
Ellen S. Cutler 
Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear Ms Cutler: 
 
Please refer to your New Drug Application (NDA) NDA 202806 for product “(dabrafenib)” 
received on July 31, 2012. 
 
Our Clinical Pharmacology Reviewer has the following comments and request for information.  
Please provide your response to me via email by Wednesday, February 6, 2013, or sooner if 
possible, and follow that with a formal submission to the NDA. 
 
Clinical Pharmacology Comments: 
 

Your proposed labeling states that “Dabrafenib mesylate is a white to slightly colored 
solid.  It is very slightly soluble at pH 1 and practically insoluble above pH 4 in aqueous 
media.”  Please provide a plan to evaluate the potential effect of concomitant pH 
elevating agents on the dabrafenib pharmacokinetics or provide any available data to 
justify such a study is unnecessary. 

 
Please contact me if you have any questions or concerns at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov. 
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Labeling Meeting #4 Summary 
January 30, 2013 

NDA:  202806 
Product:  Tafinlar (dabrafenib) 
Submission Date: July 29, 2012 
Received Date: July 30, 2012 
Sponsor: GlaxoSmithKline (GSK), LLC 
Proposed Indication:  For the treatment of patients with unresectable or metastatic melanoma with 
BRAFV600 mutation 
 
Meeting Participant: 
Patricia Keegan, M.D., Director DOP2 
Suzanne Demko, Clinical TL and CDTL, DOP2 
Marc Theoret, Clinical Reviewer, DOP2 
Norma Griffin., Regulatory Health Project Manager 
Hong Zhao, Clinical Pharmacology (TL) 
Justin Earp, Clinical Pharmacology 
James Schlick, OSE Proprietary Name Reviewer 
Rosane Charlab-Orbach, Genomics Reviewer 
Amarilys Vega, DRISK 
Latonia Ford, Patient Labeling 
Donna Roscoe, CDRH 
 
1. Labeling Sections Reviewed:  Sections to be reviewed:  Highlights, Indications and Usage, 

and Patient Counseling 
 
2. Actual sections reviewed included Patient Counseling. 
 
3. Refer to DMEPA’s review – regarding the capsule and accidental exposure, inquire with 

ClinPharm and CMC. 
 
4. Request a Non-REMS MedGuide. 
 
5. Sections still to be reviewed:  Warnings and Precautions (2.2), Section 5, Section 6, and 

Section 14. 
 
6. Next Meeting (#5):  Schedule to be determined with Clinical. 
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Labeling Meeting #3 Summary 
January 29, 2013 

NDA:  202806 
Product:  Tafinlar (dabrafenib) 
Submission Date: July 29, 2012 
Received Date: July 30, 2012 
Sponsor: GlaxoSmithKline (GSK), LLC 
Proposed Indication:  For the treatment of patients with unresectable or metastatic melanoma with 
BRAFV600 mutation 
 
Meeting Participant: 
Patricia Keegan, M.D., Director DOP2 
Suzanne Demko, Clinical TL and CDTL, DOP2 
Marc Theoret, Clinical Reviewer, DOP2 
Norma Griffin., Regulatory Health Project Manager 
Hong Zhao, Clinical Pharmacology (TL) 
Justin Earp, Clinical Pharmacology 
James Schlick, OSE Proprietary Name Reviewer 
Rosane Charlab-Orbach, Genomics Reviewer 
Amarilys Vega, DRISK 
Latonia Ford, Patient Labeling 
Donna Roscoe, CDRH 
 
1. Labeling Sections Reviewed:  Sections to be reviewed:  Dosage and Administration, Drug 

Interactions, Use in Specific Populations, Overdosage, Contraindications, and Clinical 
Pharmacology 

 
2. Actual sections reviewed included Dosage and Administration (2.2), Drug Interactions (7), 

Use in Specific Populations (8.7 Hepatic Impairment and 8.8 Renal Impairment), Clinical 
Pharmacology (12.3 Pharmacokinetics), Table 4 (line 567), and DMEPA’s review for Dosage 
and Administration (2.1), and Line 734-736, and container comments. 

 
3. Section 4 not covered as there are no Contraindications. 
 
4. Next Meeting (#4):  Scheduled for January 30, 2013, to review Highlights, Indications and 

Usage, and Patient Counseling. 
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NDA 202806 
Page 2 
 
 

• Set points (target values) or appropriate ranges for the open-ended non-critical 
process parameters listed in the dabrafenib mesylate manufacturing process. 

 
Microbiology  
 
•  

 you should add microbial limits testing to the post-approval stability protocol. 
Microbial limits testing should be performed at the initial time point on at least one batch per 
year. You should provide validated test methods and acceptance criteria for total aerobic 
microbial counts, total yeast and mold counts and the absence of specified organisms as 
appropriate. Microbial limits tests in accordance with USP Chapters <61> and <62> and 
acceptance criteria in agreement with USP Chapter <1111> would be acceptable. Please 
provide summaries of the method validation/verification studies performed with the drug 
product for each proposed test method. 

 
If you have any questions, call Jewell Martin, Regulatory Project Manager, at (301) 796-2072. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Nallaperumal Chidambaram, PhD  
Acting Branch Chief, Branch II  
Division of New Drug Quality Assessment I  
Office of New Drug Quality Assessment  
Center for Drug Evaluation and Research 
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Labeling Meeting #2 Summary 
January 25, 2013 

NDA:  202806 
Product:  Tafinlar (dabrafenib) 
Submission Date: July 29, 2012 
Received Date: July 30, 2012 
Sponsor: GlaxoSmithKline (GSK), LLC 
Proposed Indication:  For the treatment of patients with unresectable or metastatic melanoma with 
BRAFV600 mutation 
 
Meeting Participant: 
Patricia Keegan, M.D., Director DOP2 
Marc Theoret, Clinical Reviewer, DOP2 
Norma Griffin., Regulatory Health Project Manager 
Whitney Helms, Nonclinical (TL) 
Alexander Putman, Nonclinical Reviewer 
Gaetan Ladouceur, CMC Reviewer 
Akm Khairuzzaman, Biopharmaceutics Reviewer 
Rosane Charlab-Orbach, Genomics Reviewer 
Tammie Brent-Howard, Maternal Health 
Melissa Tassinari, Maternal Health 
James Schlick, OSE Proprietary Name Reviewer 
Latonia Ford, Patient Labeling 
Carole Broadnax, OPDP 
Katherine Coyle, OSE 
 
1. Labeling Sections Reviewed:  Sections to be reviewed:  Dosage Forms and Strengths, 

Description, How Supplied/Storage and Handling, Nonclinical Sections, Nonclinical 
Toxicology, Clinical Studies. 

 
2. Actual sections reviewed included Dosage Forms and Strengths, Description, How 

Supplied/Storage and Handling, Nonclinical Sections, Nonclinical Toxicology. 
 
3. DMEPA provided their DRAFT Review with comments for PI and Container (see attached).  

Will go over again at next meeting. 
 
4. Next Meeting (#3):  Scheduled for January 29, 2013.  Dosage and Administration, Drug 

Interactions, Use in Specific Population Overdosage, Contraindications, and Clinical 
Pharmacology. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 202806 
 METHODS VALIDATION  
 MATERIALS RECEIVED 
GlaxoSmithKline LLC 
Attention: Ellen S. Cutler, Senior Director, Regulatory Affairs 
1250 South Collegeville Road, PA 19426 
FAX: (610) 917-5772 
 
 
Dear Ellen S. Cutler: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for  (dabrafenib) capsules, 50 mg and 75 mg and 
to our December 3, 2012, letter requesting sample materials for methods validation testing. 
 
We acknowledge receipt on January 24, 2013, 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 

Reference ID: 3250056
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Labeling Meeting #1 Summary 
January 22, 2013 

NDA:  202806 
Product:  Tafinlar (dabrafenib) 
Submission Date: July 29, 2012 
Received Date: July 30, 2012 
Sponsor: GlaxoSmithKline (GSK), LLC 
Proposed Indication:  For the treatment of patients with unresectable or metastatic melanoma with 
BRAFV600 mutation 
 
Meeting Participant: 
Patricia Keegan, M.D., Director DOP2 
Norma Griffin., Regulatory Health Project Manager 
Marc Theoret, M.D., Clinical Reviewer 
Weishi (Vivian) Yuan, Statistics 
Whitney Helms, Nonclinical (TL) 
Rosane Charlab-Orbach, Genomics (TL) 
Tammie Brent-Howard, Maternal Health 
Melissa Tassinari, Maternal Health 
James Schlick, OSE Proprietary Name Reviewer 
Amarilys Vega, DRISK 
Katherine Coyle, OSE 
 
1. Labeling Sections Reviewed:  Indications and Usage and Adverse Reactions.  Per Clinical, 

will pick up Warnings and Precautions at later meeting. 
 
2. Reviewed input in Table from SEALD. 
 
3. Will compare what is the same and the difference between this label and the Zelboraf label. 
 
4. Next Meeting (#2):  Scheduled for January 25, 2013.  Sections to be reviewed:  Dosage 

Forms and Strengths, Description, How Supplied/Storage and Handling, Nonclinical Sections, 
Nonclinical Toxicology, Clinical Studies. 
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Page 2 
 
 

• Clarify  during release and 
on stability, and provide supporting data to justify your assertion.   

• Provide 21CFR citation for individual composition of the container/closure system to 
assure safety upon food contact. Clarify whether the USP<671> for the bottles was 
conducted after removal of the inner seal of the closure. If not, conduct and report the 
results of USP<671> after removal of the inner seal for the bottles. For guidance, see 
section “G” of the “Guidance for Industry, Container Closure Systems for Packaging 
Human Drugs and Biologics”.  

• Provide the EIC calculation in support of the claim of categorical exclusion from 
environmental assessment. 

If you have any questions, call Jewell Martin, Regulatory Project Manager, at (301) 796-2072. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Nallaperumal Chidambaram, PhD  
Acting Branch Chief, Branch II  
Division of New Drug Quality Assessment I  
Office of New Drug Quality Assessment  
Center for Drug Evaluation and Research 
 

Reference ID: 3243570
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Team Meeting #5 Summary 
January 9, 2013 

NDA:  202806 
Product:  Tafinlar (dabrafenib) 
Submission Date: July 29, 2012 
Received Date: July 30, 2012 
Sponsor: GlaxoSmithKline (GSK), LLC 
 
Proposed Indication:  For the treatment of patients with unresectable or metastatic 
melanoma with BRAFV600 mutation 
 
Note:  This Team meeting was cancelled due to the mid-cycle meeting being held in 
the same month (January 4, 2013). 
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Mid-Cycle Meeting Summary 
January 4, 2013 

NDA: 202806 
Product:   (dabrafenib) 
Submission Date: July 29, 2012 
Received Date: July 30, 2012 
Sponsor: GlaxoSmithKline (GSK), LLC 
 
Proposed Indication:  For the treatment of patients with unresectable or metastatic 
melanoma with BRAFV600 mutation 
 
Participants: 
Richard Pazdur, M.D., Director, OHOP 
Patricia Keegan, M.D., Director, DOP2 
Joseph Gootenberg, M.D., Deputy Director, DOP2 
Norma Griffin, Regulatory Health Project Manager 
Suzanne Demko, Clinical TL and CDTL, DOP2 
Marc Theoret, Clinical Reviewer, DOP2 
Kun He, Statistics (TL) 
Weishi (Vivian) Yuan, Statistics 
Hong Zhao, Clinical Pharmacology (TL) 
Jian Wang, Clinical Pharmacology 
Rosane Charlab Orbach, Genomics (TL) 
Christian Grimstein, Genomics Reviewer 
Stacy Shord, Genomics 
Justin Earp, Pharmacometrics Reviewer 
Whitney Helms, Nonclinical (TL) 
Nallaperumal Chidambaram, Acting Branch Chief, ONDQA 
Debasis Ghosh, ONDQA 
Amit Mitra, Product Quality Reviewer, ONDQA 
Akm Khairuzzaman, Biopharmaceutics Reviewer 
Mahesh Ramanadham, OC (Facilities) 
Derek Smith, OC (Facilities) 
Sue Kang, OSE, Safety RPM 
James Schlick, DMEPA 
Donna Roscoe, CDRH Consultant 
Jade Chen, Biometrics Reviewer (for trametinib) 
Katherine Coyle, DPVII 
Peter Waldron, DPVII 
Amarylis Vega, DRISK 
Tammie Brent-Howard, Maternal Health 
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Discussion Items 
Slides were presented by (in order). 

- RPM Regulatory 

- Clinical and Statistical, Efficacy & Safety 

- Clinical Pharmacology 

- CMC and Biopharmaceutics 

- Non-Clinical 

- CDRH 

 

Benefit-Risk Overview (summarized from Clinical) 
• Median OS ~9 months in metastatic melanoma 

• OS improved with Zelboraf (BRAF V600E) and Yervoy 

• Efficacy of dabrafenib is improved PFS (BRAFV600E), anti-tumor activity (large ORR) is 
supportive 

• Primary safety risks (under evaluation) include second primary malignancies, serious non-
infectious febrile events, renal failure, uveitis 

• Product labeling should be adequate for risk management 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
January 2, 2013 

 
From: 

 
Norma Griffin, RPM  DOP 2/OHOP/CDER/FDA 

 
Subject: 

 
NDA 202806; GlaxoSmithKline, LLC 
Clinical Comments and Information Request 

______________________________________________________________________________ 
 
GlaxoSmithKline, LLC  
Ellen S. Cutler 
Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear Ms. Cutler: 
 
Please refer to your New Drug Application (NDA) NDA 202806 for product “(dabrafenib)” 
received on July 31, 2012. 
 
Our Clinical Reviewer has the following comments and information request and requests a 
response by Wednesday, January 16, 2012 or sooner if possible. 
 
1. An audit of a sample of the data contained in the RDEATH.xpt and RAE.xpt datasets for 

trial BRF113683, both submitted to NDA 202806 on September 21, 2012, identified 
discrepancies between values for variables listed in the datasets and the corresponding 
values reported in the case report forms (CRF).  In both instances, the dataset variable 
contained a value which was subsequently corrected in the CRFs after data queries.  
Please identify the reason for the following discrepancies: 

 
a. RDEATH.xpt dataset, the primary cause of death for Patient 

BRF113683.0007350 is listed as “disease under study” in the dataset based on a 
value of “1” for the variable “DTHCSCD.”   However, the submitted “End of 
Study” CRF (page 895 of 4933) for this patient reported the primary cause of 
death as “Other, specify:  SAE unrelated to study medication.”  On review of the 
audit trail for this record (CRF pages 4929 – 4931), the user (Yuliya Havaleshko) 
initially recorded the primary cause of death as disease under study in an entry 
dated July 7, 2011 (consistent with the value recorded for the variable DTHCSCD 
in the RDEATH.xpt dataset) but subsequently corrected the primary cause of 
death to “Other, specify: SAE unrelated to study medication” in response to a data 
query opened on April 10, 2012. 
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b. RAE.xpt dataset, the serious adverse event of “worsening diabetes” line listing for 

Patient BRF113683.0004660 reports that this SAE did not recur after the 
investigational product was restarted based on a value of “N” listed for the 
variable “SAEIP.”  However, the “Serious Adverse Events” CRF that was 
submitted for this patient reported that the event “worsening diabetes” did recur 
after rechallenge with the investigational product (Item #12, Page 485 of 2010).  
On review of the Audit trail of the Serious Adverse Events CRFs (pages 1898-
1901), the user (Lukasz Lebkowski) initially recorded the answer to Item #12 
(i.e., If investigational product(s) were stopped temporarily, did the reported 
event(s) recur after investigational products were restarted?) as "No" on 
September 14, 2011 (consistent with the value recorded for the variable “SAEIP” 
in the RAE.xpt dataset) but corrected the response to Item #12 on October 26, 
2011, to “Yes” following a data query on September 22, 2011. 

 
Although review of the cases described in each of the above examples was able to 
determine the source of the discrepancies, these discrepancies raise concerns about the 
quality of the datasets as a whole, as well as the validity of analyses based on these 
datasets, since the above examples appear to contain data which were recorded prior to 
queries in regard to inconsistencies in the initial captured data. 
 
Please submit the results of an audit of the datasets submitted to support safety and 
efficacy of dabrafenib to identify the extent that these datasets contain data entries which 
precede the entry of corrected data by investigators.  The method used for this audit 
should be included in this report. 
 

 
Please contact me if you have any questions or concerns at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
December 27, 2012 

 
From: 

 
Norma Griffin, RPM  DOP 2/OHOP/CDER/FDA 

 
Subject: 

 
NDA 202806; GlaxoSmithKline, LLC 
Clinical Comments and Information Request 

______________________________________________________________________________ 
 
GlaxoSmithKline, LLC  
Ellen S. Cutler 
Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear Ms. Cutler: 
 
Please refer to your New Drug Application (NDA) NDA 202806 for product “(dabrafenib)” 
received on July 31, 2012. 
 
Our Clinical Reviewer has the following comments and information request and requests a 
response by Thursday, January 10, 2012 or sooner if possible. 
 
1. Clarify which variable(s) in the analysis datasets for trial BRF113683 identifies the as 

treated (i.e., safety population).  Based on the define file provided, the variable intended 
to identify the safety population would appear to be “ATRTGRP.”  However, across 
multiple analysis datasets (e.g., “Demography”, “Population”, “LAB” the “ATRTGRP” 
variable identifies 188 patients in the GSK2118436 treatment-group and 62 patients in 
the DTIC-treatment group.  These numbers are inconsistent with the number of subjects 
reported for the safety population (GSK2118436, n=187; DTIC, n=59) in the BRF113683 
clinical study report. 

 
If “ATRTGRP” is indeed the identifier for the safety population of BRF113683, please 
resubmit all affected datasets with the corrected values for this variable.  In addition, any 
analyses of safety which are impacted by this potential error should be resubmitted. 

 
2. There are more than 578 subjects (i.e., the integrated safety population) included in the 

ISS dataset “AE.xpt” as it contains 6,349 rows for 609 unique USUBJID.  The variable 
“PNSAFE” in the “POP.xpt” dataset failed to identify which of the 609 subjects are 
included in the ISS safety population because the PNSAFE variable flags all 637 patients 
included in the POP.xpt, which is inclusive of the 609 subjects in the ISS AE.xpt dataset, 
as being part of the ISS safety population. 
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a. Submit revised ISS datasets to include an ISS safety population flag which 

identifies only the 578 patients who were used to perform the ISS (submit for all 
safety datasets including AE.xpt, CRDSCN.xpt, DEATH.xpt, EGANAL.xpt, 
ECG.xpt, Lab.xpt, and VSANAL.XPT). 

 
b. Confirm that the “ATTYPE” variable is the treatment-emergent flag used to 

identify all adverse events within the ISS AE.xpt dataset which meet the criteria 
as specified in the applicable protocols for collection and reporting of adverse 
events (e.g., within 28 days of last dose of investigational product for trial 
BRF113683). 

 
3. For the raw dataset REXPOSUR.xpt for trial BRF113683, the investigational product 

start dates of dosing (“EXSTDT”) and end dates (“EXENDT”) of dosing for each visit 
appears to be missing (with the exception of the start date recorded at the time of PKs).  
For example in the REXPOSUR.xpt, there is missing information for both the 
“EXSTDT” and the “EXENDT” variables within the line listings for USUBJID = 
BRF113.683.0000050 (SUBJID = 50) for line listings where“Visit” = ‘Week 1, Week 3, 
Week 6, Week 9, Week 12, Week 15, Week 18, Week 21, Week 24, Week 27, Week 30, 
Week 33, or Week 36’.  However, line listings for the same subject where “Visit” = 
‘Exposure Log’ contains dates for both the “EXSTDT” and the “EXENDT” variables. 
 
Based on the definitions of the “EXSTDT” and “EXENDT” variables provided in the 
define file for the raw datasets, it is not clear when Investigator’s would record the start 
dates and the end dates for GSK2118436 on the “BRF113683_SV3 : GSK2118436 
EXPOSURE (GSK2118436 EXP) - Repeating Form” which is located on page 225 of the 
blank CRF. 
 
a. Provide a detailed description for the procedures followed to derive (or capture) 

the data for start date of dosing, “EXSTDT”, and the end date for dosing, 
“EXENDT”, that is provided in the line listings of the REXPOSUR.xpt dataset 
where “VISIT” = ‘Exposure Log’. 

 
b. Similarly, provide a detailed description for the procedures followed to derive (or 

capture) the data for start date of dosing, “EXSTDT”, and the end date for dosing, 
“EXENDT”, that is provided in the line listings of the REXPOSUR.xpt dataset 
where “VISIT” = ‘Crossover Exposure Log’. 

 
c. Provide a tabular listing of all CRFs that were to be completed by Investigators, at 

each Visit type, in the randomized phase of the trial as well as in the cross-over 
portion of the trial.  In addition, if a study procedures manual (SPM) was 
submitted to NDA 202806, please identify its location within the NDA.  If an 
SPM is available but has not been submitted, please submit this to the NDA. 
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4. Provide the submission date and serial number of the final BRF113683 reporting and 
analysis plan in IND 105032. 

 
Please contact me if you have any questions or concerns at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov. 
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Sincerely, 
 
{See appended electronic signature page} 
 
Nallaperumal Chidambaram, PhD  
Acting Branch Chief, Branch II  
Division of New Drug Quality Assessment I  
Office of New Drug Quality Assessment  
Center for Drug Evaluation and Research 
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Team Meeting #4 Summary 
December 18, 2012 

NDA:  202806 
Product:  Tafinlar (dabrafenib) 
Submission Date: July 29, 2012 
Received Date: July 30, 2012 
Sponsor: GlaxoSmithKline (GSK), LLC 
Proposed Indication:  For the treatment of patients with unresectable or metastatic 
melanoma with BRAFV600 mutation 
 
Meeting Participants: 
Norma Griffin., Regulatory Health Project Manager 
Suzanne Demko, Clinical TL and VDTL 
Marc Theoret, M.D., Clinical Reviewer 
Kun He, Ph.D., Statistics (TL) 
Weishi (Vivian) Yuan, Statistics 
Hong Zhao, Ph.D, Clinical Pharmacology (TL) 
Jian Wang., Clinical Pharmacology 
Justin Earp, Pharmacometrics Reviewer 
Rosane Charlab-Orbach, Acting Genomics TL 
Whitney Helms, Nonclinical (TL) 
Alexander Putman, Nonclinical Reviewer 
Nallaperumal Chidambaram, Acting Branch Chief 
Gaetan Ladouceur, Product Quality Reviewer 
Jewell Martin, Product (ONDQA RPM) 
Debasis Ghosh, QbD Liason 
Akm Khairuzzaman, Biopharmaceutics Reviewer 
Mahesh Ramanadham, OC (Facilities) 
Jean Mulinde, OSI Reviewer 
Donna Roscoe, CDRH Consultant 
James Schlick, OSE Proprietary Name Reviewer 
Jeff Summers, Deputy Director for Safety, DOP2 
Amarilys Vega, DRISK 
Katherine Coyle, OSE 
Tammie Brent-Howard, Maternal Health 
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Discussion Items 
1. Review the timing of this application and the Division’s Action Goal Date of April 15th. 

2013.  Given the on-going problems that exist regarding the STATS data, discussed (by 
discipline) any issues that exist that would affect meeting the Division’s goal Action Date of 
April 15th, 2013. 

2. Discuss by Primary Discipline: 

a. Clinical:  Needs information regarding cross-over and start date of exposure.  
Requesting one-week turn around to receive this information. 

i. Clinical Protocol/Site inspection (per Jean Mulinde): 
• Inspections in France (Grob) - Nov 9 - Dec 1, 2012 completed - NAI 
• Inspection in Russia (Demidov) - Nov 30 - Dec 15, 2012 – Complete but 

there were 483 issues.  This should probably not impact action. 
• GSK Sponsor inspection – completed - NAI 

b. Statistics:  Working on meeting the February deadlines.  Plan to provide Clinical data 2 
weeks prior. 

c. Clinical Pharmacology:  Have agreement on proposed PMR language and timelines.  
Templates have been completed and can be uploaded into DARRTS. 

d. Genomics:  No issues to report. 

e. CMC:  IR to go out regarding drug substance stability (moisture content) and 
requesting response by January 4, 2013.  Description of manufacturing process is 
inadequate.  Also expecting response to IR regarding isolation process. 

f. CMC (facilities) – Update of inspection of 11/12-16/2012 at GSK Jurong (API 
manufacturer).  Waiting for response from the firm but it should be in before the final 
review. 

g. Biopharmaceutics:  Final review to be completed in January 2013. 

h. Nonclinical:  Review is ongoing 

i. CDRH:  Nothing to report at this time. 

j. Regulatory 

i. Sponsor withdrew their request for priority review on September 27, 2012.  
Review Schedule for this application – Standard 10-month review vs. 8½-month 
review (targeting completion date of April 15, 2012).  Refer to discussion for 
Agenda Item 1.  Will this goal date be changed? 

ii. DMEPA found Proprietary Name  unacceptable.  Sponsor 
submitted new Proprietary Name request – TAFINLAR and an alternative name 
request is   To date, the Team has no issues or concerns with the 
requested names but prefers TAFINLAR.  Response to be provided to DMEPA 
on 12.18.2012. 
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Maternal Health Tammie Brent Howard 
(optional invitees:  Carrie Ceresa and Melissa Tassinari) 

Facility/OMPQ  

QT-IRT **ClinPharm requested QT-IRT consult; per 
ClinPharm and QT-IRT, consult not needed. 

OSI Jean Mulinde 
Pediatric Page/PeRC Full Waiver Requested 

Patient Labeling Team 
(Patient Information Leaflet included) 

Brantley Dorch – Project Manager 
Latonia Ford – Reviewer 
Barbara Fuller – Team Leader 

SEALD Consult requested 9.18.2012 –  
Ann Marie Trentacosti 

CDRH 

Donna Roscoe; (others Reena Philip, Yun-Fu, 
Hu, Maria Chan, Elizabeth Mansfield, Robert 
Becker) 
Tamika Allen (BIMO Reviewer) 

SGE’s or Patient Representatives To determine if needed 
 
7. ODAC Needed/Not Needed:  Not needed - this drug/biologic is not the first in its class 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
December 13, 2012 

 
From: 

 
Norma Griffin, RPM  DOP 2/OHOP/CDER/FDA 

 
Subject: 

 
NDA 202806; GlaxoSmithKline, LLC 
Clinical Pharmacology (pharmacometrics) Comments 

______________________________________________________________________________ 
 
GlaxoSmithKline, LLC  
Ellen S. Cutler 
Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear Ms Cutler: 
 
Please refer to your New Drug Application (NDA) NDA 202806 for product “(dabrafenib)” 
received on July 31, 2012. 
 
Our Pharmacometrics Reviewer has the following comments and information request: 
 
"Please submit the following data files from your metabolite population PK analysis datasets by 
the close of business on Monday, December 17th, 2012. 
nonmemDataStudies1234_M7.csv 

nonmemDataStudies1234_M4.csv 

nonmemDataStudies1234_M8.csv" 
 
 
Please contact me if you have any questions or concerns at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
December 5, 2012 

 
From: 

 
Norma Griffin, RPM  DOP 2/OHOP/CDER/FDA 

 
Subject: 

 
NDA 202806; GlaxoSmithKline, LLC 
Clinical Pharmacology Comments 

______________________________________________________________________________ 
 
GlaxoSmithKline, LLC  
Ellen S. Cutler 
Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear Ms Cutler: 
 
Please refer to your New Drug Application (NDA) NDA 202806 for product “(dabrafenib)” 
received on July 31, 2012. 
 
We also refer to our Clinical Pharmacology Comments sent to you on September 6, 2012, and 
your response of November 14, 2012 for Comment #4.  Our Clinical Pharmacology Reviewer 
has the following comments and request for information. 
 
Clinical Pharmacology Comments: 
 

FDA would like to re-state that a dedicated drug-drug interaction trial with a strong CYP3A4 
inducer is necessary in order to provide guidance on dose adjustment for patients 
concomitantly taking CYP3A4 inducers.  The observed exposure data from one patient does 
not provide sufficient basis regarding the magnitude of exposure changes for dabrafenib and 
its metabolites.  Please propose PMR language and milestone timelines for a drug-drug 
interaction trial with a strong CYP3A4 inducer following the FDA Guidance for Industry 
entitled “Drug Interaction Studies – Study Design, Data Analysis, Implications for Dosing, 
and Labeling Recommendations” found at 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidance
s/UCM292362.pdf. 

The study results should allow for a determination on how to dose dabrafenib with regard to 
CYP3A4 inducers. 
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Please provide your response to me via email by Wednesday, December 12, 2012 and follow that 
with a formal submission to the NDA.  Please also note that I will be out of the office the week 
of December 10-14, 2012, and my colleague Meredith Libeg will be covering this for me.  Please 
ensure that your response is emailed to both Meredith Libeg (Meredith.Libeg@fda.hhs.gov ), 
and myself at Norma.Griffin@fda.hhs.gov 
 
Please contact me if you have any questions or concerns at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov. 
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Equipment  
1 
20

  
 

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

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

 
Please notify me upon receipt of this FAX.  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 
Office of Testing and Research 
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 
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Team Meeting #3 Summary 
November 15, 2012 

NDA:  202806 
Product:   (dabrafenib) 
Submission Date: July 29, 2012 
Received Date: July 30, 2012 
Sponsor: GlaxoSmithKline (GSK), LLC 
Proposed Indication:  For the treatment of patients with unresectable or metastatic 
melanoma with BRAFV600 mutation 
 
Meeting Participants: 
Norma Griffin., Regulatory Health Project Manager 
Suzanne Demko, Clinical TL and VDTL 
Marc Theoret, M.D., Clinical Reviewer 
Kun He, Ph.D., Statistics (TL) 
Jian Wang., Clinical Pharmacology 
Rosane Charlab-Orbach, Acting Genomics TL 
Whitney Helms, Nonclinical (TL) 
Alexander Putman, Nonclinical Reviewer 
Liang Zhou, Ph.D., Product (TL) 
Amit Mitra, Product Quality Reviewer 
Gaetan Ladouceur, Product Quality Reviewer 
Donna Roscoe, CDRH Consultant 
Cathryn Lee, Safety RPM, DOP2 
Amarilys Vega, DRISK 
 
Discussion Items 
1. Discuss by Primary Discipline: 

a. Clinical:  No new updates 

i. Clinical Protocol/Site inspection (per Jean Mulinde 11.15.2012): 
• Inspections in France (Grob) scheduled for Nov 9 - Dec 1 
• Inspection in Russia (Demidov) scheduled for Nov 30 - Dec 15 
• GSK Sponsor inspection – underway, results pending 

b. Statistics 

i. Face-to-face STATS working meeting held Thursday, November 
15, 2012. 

c. Clinical Pharmacology:  IR sent to Sponsor for proposed PMR language. 

d. Genomics:  No issues – review is on-going. 

e. CMC:  No issues to report – review is on-going. 

f. CMC (facilities) – Inspection at GSK Jurong (API manufacturer) started 
on 11.12.2012 and will close 11.16.12. 
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g. Biopharmaceutics:  No issues reported. 

h. Nonclinical:  No issues – review is on-going. 

i. CDRH:  No issues to report 

j. Regulatory 

i. Sponsor withdrew their request for priority review on September 27, 2012. 

ii. 74-Day Deficiencies Letter signed and issued 10.12.2012.  Sponsor response 
received on 10.24.2012 and 11.14.2012 (for Biopharmaceutics). 

iii. Review Schedule for this application – Standard 10-month review vs. 8½-
month review (targeting completion date of April 15, 2012). 

iv. Due to issues with the STATS datasets, the mid-cycle meeting has been re-
scheduled for January 4, 2013.  Mid-cycle slides are due to Suzanne Demko by 
December 28, 2012 (all dates are around the holidays!) 

v. Received current SGE list from Caleb Briggs 10.17.2012.  Marc to provide 
responses to Caleb’s questions. 

vi. Proprietary Name – 10.18.2012; DMEPA now finds the name unacceptable. 

5. Upcoming Meetings: 

Team Meetings 
Team Meeting 4:  December 18, 2012 
Team Meeting 5:  January 9, 2013 
Team Meeting 6:  March 6, 2013 

Mid-Cycle Meeting: Re-scheduled for January 4, 2013 (Friday). 

Note:  Need Mid-Cycle slides to CDTL by December 28, 2012 (Friday).  Combine 
safety and efficacy slides (no more than 10). 

Wrap- Up Meeting: Per 8½-month clock, scheduled for February 7, 2013 (Thursday). 
 
Labeling Meetings (suggested section groupings):  Schedule for after mid-cycle; plan to 
have ~2 labeling meetings per week; will schedule for after mid-cycle ~ mid to end of January. 

 
PMR/PMC Working Meetings:  To be scheduled as needed. 
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Plan 
Cynthia LaCivita (TL) 
 
DMEPA to review Proprietary Name 
Todd Bridges (TL) 
James Schlick 
 
DMEPA/CMC/DDMAC to review 
carton/container, and patient labeling  
 
DPV – Bob Pratt (TL) – invite to mid-cycle and 
wrap up or as requested by Team 
 
DEPI – Cunlin Wang (TL) – invite to mid-cycle 
and wrap up or as requested by Team 

Maternal Health Tammie Brent Howard 
(optional invitees:  Carrie Ceresa and Melissa Tassinari) 

QT-IRT 
**ClinPharm requested QT-IRT consult; per 
ClinPharm and QT-IRT, consult not needed at 
this time. 

OSI Jean Mulinde 
Pediatric Page/PeRC Full Waiver Requested 

Patient Labeling Team 
(Patient Information Leaflet included) 

Brantley Dorch – Project Manager 
Latonia Ford – Reviewer 
Barbara Fuller – Team Leader 

SEALD Consult requested 9.18.2012 –  
Ann Marie Trentacosti 

CDRH 

Donna Roscoe; (others Reena Philip, Yun-Fu, 
Hu, Maria Chan, Elizabeth Mansfield, Robert 
Becker) 
Tamika Allen (BIMO Reviewer) 

SGE’s or Patient Representatives To be determined if needed 
 
6. ODAC Needed/Not Needed:  Not needed - this drug/biologic is not the first in its class 

Reference ID: 3294432

(b) (4)



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

NORMA S GRIFFIN
04/17/2013

Reference ID: 3294432







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

TODD D BRIDGES
10/27/2012

Reference ID: 3209583



 

 

Team Meeting #2 Summary 
October 16, 2012 

NDA:  202806 
Product:   (dabrafenib) 
Submission Date: July 29, 2012 
Received Date: July 30, 2012 
Sponsor: GlaxoSmithKline (GSK), LLC 
Proposed Indication:  For the treatment of patients with unresectable or metastatic 
melanoma with BRAFV600 mutation 
 
Meeting Participants: 
Patricia Keegan, M.D., Director DOP2 
Norma Griffin., Regulatory Health Project Manager 
Suzanne Demko, Clinical TL and VDTL 
Marc Theoret, M.D., Clinical Reviewer 
Kun He, Ph.D., Statistics (TL) 
Weishi (Vivian) Yuan, Statistics 
Hong Zhao, Ph.D, Clinical Pharmacology (TL) 
Alexander Putman, Nonclinical Reviewer 
Gaetan Ladouceur, Product Quality Reviewer 
Mahesh Ramanadham, OC (Facilities) 
Derek Smith, OC (Facilities) 
Jean Mulinde, OSI Reviewer 
James Schlick, OSE Proprietary Name Reviewer 
Donna Roscoe, CDRH Consultant 
Cathryn Lee, Safety RPM, DOP2 
Jeff Summers, Deputy Director for Safety, DOP2 
Gregory Reaman, OHOP 
Amarilys Vega, DRISK 
 
Discussion Items 
1. Discuss by Primary Discipline: 

a. Clinical:  Has one comment for 74-day letter. 

i. Clinical Protocol/Site inspection (update per J. Mulinde - OSI): 
• All inspection results pending at this point. 
• BIMO inspections - GSK requested of field that they hold 

starting from this week until 10/29 
• Inspections in France (Grob and Roberts) scheduled for 

11/9 – 12/1/2012 
• Inspections in Russia (Demidov) scheduled for Nov 30 - Dec 

15 
• Scheduling last domestic CI pending, but anticipate within next 

30 days 
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OPDP Carole Broadnax - professional reviewer 

Karen Munoz-Nero - consumer reviewer 
Olga Salis – RPM 

OSE Sue Kang-OSE RPM 
Sean Bradley-OSE RPM TL 
 
DRISK assigned to review Risk Management 
Plan 
Cynthia LaCivita (TL) 
 
DMEPA to review Proprietary Name 
Todd Bridges (TL) 
James Schlick 
 
DMEPA/CMC/DDMAC to review 
carton/container, and patient labeling  
 
DPV – Bob Pratt (TL) – invite to mid-cycle and 
wrap up or as requested by Team 
 
DEPI – Cunlin Wang (TL) – invite to mid-cycle 
and wrap up or as requested by Team 

Maternal Health Tammie Brent Howard 
(optional invitees:  Carrie Ceresa and Melissa Tassinari) 

QT-IRT 
**ClinPharm requested QT-IRT consult; per 
ClinPharm and QT-IRT, consult not needed at 
this time. 

OSI Jean Mulinde 
Pediatric Page/PeRC Full Waiver Requested 

Patient Labeling Team 
(Patient Information Leaflet included) 

Brantley Dorch – Project Manager 
Latonia Ford – Reviewer 
Barbara Fuller – Team Leader 

SEALD Consult requested 9.18.2012 –  
Ann Marie Trentacosti 

CDRH 

Donna Roscoe; (others Reena Philip, Yun-Fu, 
Hu, Maria Chan, Elizabeth Mansfield, Robert 
Becker) 
Tamika Allen (BIMO Reviewer) 

SGE’s or Patient Representatives Are these needed? 
 
6. ODAC Needed/Not Needed:  Not needed - this drug/biologic is not the first in its class 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

NDA 202806 
FILING COMMUNICATION 

 
GlaxoSmithKline, LLC 
Attention: Ellen S. Cutler 
Senior Director, Regulatory Affairs, Oncology 
1250 South Collegeville Road 
Collegeville, PA  19426 
 
Dear Ms. Cutler: 
 
Please refer to your New Drug Application (NDA) dated July 29, 2012, received July 30, 2012, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act, for  
(dabrafenib) capsules, 50 mg and 75 mg. 
 
We also refer to your amendments dated August 15, 2012, August 16, 2012, August 17, 2012, 
August 23, 2012, August 30, 2012, September 6, 2012, September 17, 2012, September 18, 
2012, September 21, 2012, September 24, 2012, and September 27, 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 Standard.  Therefore, the user fee goal date is May 30, 2013. 
 
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, mid-
cycle, 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 commitment requests by April 11, 2013. 
 
During our filing review of your application, we identified the following potential review issues: 
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During our preliminary review of your submitted labeling, we have identified the following 
labeling format issues: 

4. White space must be present before each major heading in Highlights. 

5. In general, in the Full Prescribing Information, there needs to be white space between 
sections, subsections, and paragraph text. 

6. In general, in the Full Prescribing Information, the left margin of wrapped text should 
align with the first indented line of the paragraph. 

We request that you resubmit labeling that addresses these issues by October 29, 2012.  The 
resubmitted labeling will be used for further labeling discussions. 
 
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. 
 
PROMOTIONAL MATERIAL 
 
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) 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 
 

Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI), 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. 
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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(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 Norma Griffin, Regulatory Project Manager, at (301) 796-4255. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Patricia Keegan 
Director 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
Date: September 20, 2012 

From: Norma Griffin, RPM  DOP2/OHOP/CDER/FDA 

Subject: NDA 202806 – GlaxoSmithKline, LLC 
Clinical Comments and Request for Information 

 

GlaxoSmithKline LLC 
Attention:  Ellen Cutler 
Global Regulatory Affairs 
1250 S. Collegeville Road; UP4110 
Collegeville, PA 19426 
 
 
Dear Ms. Cutler: 
In the analysis and raw datasets to be submitted to NDA 202806 on September 21, 2012—the 
date of submission as stated in your September 17, 2012, response to the September 6, 2012, 
FDA Clinical Information Request—please ensure that all safety datasets include the unique 
adverse event record identifier variable “AEREFID.”  The BRF113683 analysis datasets “AE” 
and “AEANAL” submitted to NDA 202806 on July 30, 2012, do not contain this identifier. 
 
Please submit your response by September 21, 2012. 
 
If you have any questions or concerns please contact me at norma.griffin@fda.hhs.gov . 
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Team Meeting #1 Summary 
September 18, 2012 

NDA:  202806 
Product:   (dabrafenib) 
Submission Date: July 29, 2012 
Received Date: July 30, 2012 
Sponsor: GlaxoSmithKline (GSK), LLC 
Proposed Indication:  For the treatment of patients with unresectable or metastatic 
melanoma with BRAFV600 mutation 
 
Meeting Participants: 
Patricia Keegan, M.D., Director DOP2 
Anthony Murgo, M.D., Associate Director of Regulatory Science, OHOP 
Norma Griffin., Regulatory Health Project Manager 
Suzanne Demko, Clinical TL and VDTL 
Marc Theoret, M.D., Clinical Reviewer 
Kun He, Ph.D., Statistics (TL) 
Weishi (Vivian) Yuan, Statistics 
Hong Zhao, Ph.D, Clinical Pharmacology (TL) 
Jian Wang., Clinical Pharmacology 
Justin Earp, Pharmacometrics Reviewer 
Rosane Charlab-Orbach, Acting Genomics TL 
Christian Grimstein, Genomics Reviewer 
Whitney Helms, Nonclinical (TL) 
Alexander Putman, Nonclinical Reviewer 
Nallaperumal Chidambaram, Acting Branch Chief 
Liang Zhou, Ph.D., Product (TL) 
Amit Mitra, Product Quality Reviewer 
Gaetan Ladouceur, Product Quality Reviewer 
Jewell Martin, Product (ONDQA RPM) 
Akm Khairuzzaman, Biopharmaceutics Reviewer 
Derek Smith, OC (Facilities) 
James Schlick, OSE Proprietary Name Reviewer 
Cathryn Lee, Safety RPM, DOP2 
Jeff Summers, Deputy Director for Safety, DOP2 
Katherine Coyle, OSE 
Amarilys Vega, DRISK 
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Discussion Items 
1. Ranjit Thomas provided brief introduction/overview of Panorama. 

2. Discuss by Primary Discipline: 

a. Clinical:  Just beginning review process. 

i. Clinical Protocol/Site inspection sites selected (Sites 87119 86744); working on 
the dates for inspections. 

b. Statistics:  Working (hands-on) meeting scheduled for 9.19.2012 with GSK STATS to 
work on issues with the datasets. 

c. Clinical Pharmacology:  IR sent out last week and propose one PMR. 

d. Genomics:  No updates at this time. 

e. CMC:  Need final SPL labeling. 

f. CMC (facilities):  Scheduled facility inspection in Singaport (Nov. 12th). 

g. Biopharmaceutics:  In-vitro dissolution deficiency.  Comment (IR) to go out to 
Sponsor. 

h. Nonclinical:  No issues; review on-going. 

i. CDRH:  No update. 

j. Regulatory 

i. Per ClinPharm, QT-IRT Consult Request cancelled. 

ii. Confirmed that GSK will not be submitting carton labeling. 

iii. Need deficiencies / comments for 74 day letter from all disciplines. 

iv. SGE or Patient Consults – obtain SGE list from Dianne Spillman / Caleb 
Briggs. 

v. Filing Letter drafted – 9.18.2012 

vi. Filing Reviews need to be complete by 9.27.2013. 

3. Review Status:  Priority Review requested - team agreed on standard review with a shortened 
division goal date (8 ½ month review schedule). 

4. Consults/Collaborative Reviewers: 
 

OPDP ????- professional reviewer 
????- consumer reviewer 
Olga Salis – RPM 
Consult sent – 9.18.2012 

OSE Sue Kang-OSE RPM 
Sean Bradley-OSE RPM TL 
 
DRISK assigned to review Risk Management 
Plan 
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Cynthia LaCivita (TL) 
 
DMEPA to review Proprietary Name 
Todd Bridges (TL) 
James Schlick 
 
DMEPA/CMC/DDMAC to review 
carton/container, and patient labeling  
 
DPV – Bob Pratt (TL) – invite to mid-cycle and 
wrap up or as requested by Team 
 
DEPI – Cunlin Wang (TL) – invite to mid-cycle 
and wrap up or as requested by Team 

Maternal Health Consult sent – 9.18.2012 

OSI Jean Mulinde/Paul Okwesili 
Pediatric Page/PeRC Full Waiver Requested 

Patient Labeling Team Patient Information Leaflet included 

SEALD Consult requested 9.18.2012 –  
Ann Marie Trentacosti 

CDRH 

Donna Roscoe; (others Reena Philip, Yun-Fu, 
Hu, Maria Chan, Elizabeth Mansfield, Robert 
Becker) 
Tamika Allen (BIMO Reviewer) 

SGE’s or Patient Representatives Obtain approved list from Caleb Briggs 
 
5. Upcoming Meetings: 

• Team Meetings Scheduled 
Team Meeting 2:  October 16, 2012 
Team Meeting 3:  November 15, 2012 
Team Meeting 4:  December 18, 2012 
Team Meeting 5:  January 9, 2013 
 

• Mid-Cycle Meeting:  Per 6-month clock, scheduled for October 30, 2012.  Will need 
to reschedule per 8 ½ month review clock. 

• Wrap- Up Meeting: Per 6-month clock, scheduled for January 3, 2013.  Will need to 
reschedule per 8 ½ month review clock. 

• Labeling Meetings (suggested section groupings):  Schedule for after mid-cycle; 
plan to have ~2 labeling meetings per week; will schedule after review cycle has been 
determined. 

• PMR/PMC Working Meetings:  To be scheduled as needed. 
6. ODAC Needed/Not Needed:  Not needed - this drug/biologic is not the first in its class. 
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From: Griffin, Norma 
Sent: Monday, September 17, 2012 9:35 AM 
To: 'eric.2.richards@gsk.com'; 'ellen.s.cutler@gsk.com' 
Subject: NDAs 202806 and 204114 GSK - Questions from CDRH and BIOMO 
 
Importance: High 
Good Morning Ellen/Eric, 
 
I thought I'd start here with you first: 
 
(1) Does GSK have a contract with Response Genetics Institute?  CDRH BIMO is trying to 
determine who would get a letter if FDA inspected RGI. 
 
(2) CDRH has an inspection assignment going to Singapore for the PMA associated with 
these NDAs. We (CDER) is also sending someone to a drug manufacturing site in 
Singapore.  Can you provide a contact name for someone there that we can speak to?  
 
Thanks in advance for a response. 
 
 
Norma S. Griffin 
Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
 
Email:  Norma.Griffin@fda.hhs.gov 
Telephone   301.796.4255 
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file:///N|/...DA 202806 GSK for Dabrafenib/IRs to Sponsor/9.17.2012 Request for SPL/9.17.2012 IR for D&T Package Insert SPL Format htm[5/8/2013 3:47:10 PM]

From: Griffin, Norma
Sent: Monday, September 17, 2012 12:52 PM
To: 'Eric Richards'; Ellen Cutler
Subject: NDAs 204114 and 202806 GSK- Package Insert - SPL Format

Importance: High
For both NDAs, was SPL format labeling submitted for the Prescribing Information (PI)?
 
Please submit.
Thanks, 
 

Norma S. Griffin 
Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research

Email:  Norma.Griffin@fda.hhs.gov 
Telephone   301.796.4255
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file:///N|/...NDA 202806 GSK for Dabrafenib/IRs to Sponsor/9.14.2012 IRC Charters and IR for OSI/9.14.2012 NDA 202806 IRC charters htm[5/8/2013 3:46:25 PM]

From: Mulinde, Jean
Sent: Friday, September 14, 2012 11:59 AM
To: Griffin, Norma
Cc: Theoret, Marc; Demko, Suzanne
Subject: FW: NDA 202806 IRC charters

Attachments: 201810_Charter_v2.0 (signed) full charter.doc.pdf; 201810 Charter_v1.0_20Jan2011.pdf;
202031_Charter_v2.0.FINAL.PDF; 202031_Charter_v1.0.pdf; 202050_Charter_v1.0_w signature page.pdf
Norma,
In preparing the sponsor assignments for the applications (202806 and 204114) I came across some conflicting information in
BIMO info submission and study reports as to location of sponsor's trial related documnents so had called to clarify with the reg
contacts.  At same time asked if they could direct me to the independent review committee charters referenced in study reports
(need them for background package sending to field investigators) -- they were not submitted.  They will also be sending the
attached into NDA 202806. 
 
(I am waiting to here back from Eric as to my questions on document locations and IRC charters for NDA 204114).
Jean

From: Ellen Cutler [mailto:ellen.s.cutler@gsk.com] 
Sent: Friday, September 14, 2012 11:33 AM
To: Mulinde, Jean
Cc: Griffin, Norma; Libeg, Meredith
Subject: NDA 202806 IRC charters

Dr. Mulinde,
Attached are the IRC documents for the radiologic review for studies BRF113683, BRF113929, BRF113710.

  BRF113683 Independent Review Charter
  BRF113929 Independent Review Charter
  BRF113710 Independent Review Charter

These will be submitted to the NDA.
 
Please let me know if you want the documentation for the independent review of all ECHOs on BRF113710 and select ECHOs
on BRF113929 and BRF113683. 
 
Kind regards,
Ellen
 
Ellen Cutler
Senior Director
Global Regulatory Affairs
GlaxoSmithKline
610-917-6823
Trade secret and/or confidential commercial information contained in this message (including any attachments) is exempt from public
disclosure to the full extent provided under law. If you are not the intended recipient of this message, or if you are not responsible for
delivering it to the intended recipient(s), do not use, disclose, reproduce, or distribute this message (including any attachments). If
you have received this message in error, please erase all copies (including any attachments) and notify me immediately. Thank you.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
September 10, 2012 

 
From: 

 
Meredith Libeg, RPM  DOP2/OHOP/CDER/FDA 

 
Subject: 

 
NDAs 202806 and 204114; GlaxoSmithKline, LLC (GSK) 
Statistical Comments and Information Request 

____________________________________________________________________________ 
 
GlaxoSmithKline, LLC  
Eric Richards / Ellen S. Cutler 
Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear Eric / Ellen: 
 
Please refer to your New Drug Applications (NDAs) NDA 202806 and NDA 204114 for 
products “ (dabrafenib) and Mekinist (trametinib).” 
 
We also refer to your August 15, 2012, August 17, 2012, August 23, 2012, and 
September 6, 2012 amendments containing your response to our Statistical Information Request 
of August 13, 2012.  Based on our review of these submissions, our Statistical Reviewer has the 
following comments and requests for information as the previous submissions did not meet the 
requirements of the Information Request: 
 
The following items apply to Studies BRF113683, BRF113929, and BRF113710 for 
NDA 202806 and Studies MEK114267 and MEK113583 for NDA 204114.   
 
1. Identify the locations and all the names of all raw data sets and variables in the NDAs 

since a separate folder containing the raw datasets could not be located.  For example, 
add a column in your define file to identify each variable as raw or derived.  

 
2. Provide clarification and description of the structure of all datasets submitted, i.e. provide 

a pdf document that summarizes the contents of each dataset, including but not limited to, 
the sort key(s), number of observations per patient.  

 
3. All datasets should use “usubjid” as the unique patient identifier.  
 
4. Differentiate the dataset names for raw datasets and derived datasets.  
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5. In the define file, provide the hyperlinks of the variables and datasets that have been used 
in deriving the analysis data, and the hyperlinks of the raw data variables in the annotated 
CRF.  Provide adequate comment for variable label, data format decode of categorical 
and numerical variable(s), and algorithm(s) to derive new variable from raw data to 
derived data. Consolidate the define file for all datasets into one pdf file.  Provide a 
dataset for efficacy analyses at subject level, i.e., each patient has one record. 

 
6. Provide a dataset for efficacy analyses at subject level, i.e., each patient has one record. 
 
7. Provide a dataset with complete demographic, baseline characteristics and screening 

information at subject level.  
 
8. Provide the SAS programs as well as format library files used to create the derived 

datasets for the efficacy endpoints and the SAS programs used for efficacy data analysis. 
If the SAS programs use any SAS macro, please provide all necessary macro programs. 
Provide an all-in-one SAS format library. 

 
9. Provide SAS programs for derived datasets and the analyses associated with the results 

presented in the proposed package insert.  
 
10. Provide adequate documentation for all SAS programs. 
 
11. Provide a document that clarifies the imputation methods.  If GSK did not impute the 

data for efficacy analysis, it should be clearly stated and explained.  
 
12. Provide the locations of the meeting minutes and reports to DSMB in the CSR. 
 
 
Please provide a response to the above comments and requested information to your NDAs 
(NDA 202806 and NDA 204114) by Friday, September 21, 2012, or sooner if possible.  
All information should be contained in one submission for each application.  Additionally, the 
cover letter should detail the volume and page number, (i.e., specific location) where each 
response can be located.  
 
Please contact your assigned RPM if you have any questions or concerns at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov.  During her absence, please free to contact me at 
meredith.libeg@fda.hhs.gov or (301.796.1721) 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
September 6, 2012 

 
From: 

 
Norma Griffin, RPM  DOP 2/OHOP/CDER/FDA 

 
Subject: 

 
NDA 202806; GlaxoSmithKline, LLC 
Clinical Comments and Information Request 

______________________________________________________________________________ 
 
GlaxoSmithKline, LLC  
Ellen S. Cutler 
Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear Ms Cutler: 
 
We refer to your amendment to NDA 202806 submitted on July 30, 2012, which completed the 
rolling submission.  On review of NDA 202806, we have the following comments and 
information request: 

 
1. Submit the raw datasets, in SAS transport file format, for all supportive trials, i.e., 

BRF113710 and BRF113929.   
 
2. Submit narrative summaries for all deaths that occurred, including deaths attributed to 

disease progression, on trials included in the safety population.  In the narratives, include 
the following information: 

a. subject age and gender 
b. signs and symptoms related to the adverse event being discussed 
c. an assessment of the relationship of exposure duration to the development of the 

adverse event 
d. pertinent medical history 
e. concomitant medications with start dates relative to the adverse event 
f. pertinent physical exam findings 
g. pertinent test results (for example: lab data, ECG data, biopsy data) 
h. discussion of the diagnosis as supported by available clinical data 
i. a list of the differential diagnoses, for events without a definitive diagnosis 
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j. treatment provided 
k. re-challenge and de-challenge results (if performed) 
l. outcomes and follow-up information 
m. an informed discussion of the case, allowing a better understanding of what the 

subject experienced. 
 
3. Submit revised annotated CRFs for each trial which contain- links (functional hyperlinks) 

to the document that defines the variable name and lists the raw dataset that contains the 
specific item.  Please note that each link should be at the level of the individual variable. 

 
4. The raw datasets provided for trial BRF113683 do not appear to include the serious 

adverse event criteria met by the AE.  Please identify the location of the dataset for trial 
113683 that contains the following SAE variables: 
a. AESERDTH 
b. AESERLIF 
c. AESERHOS 
d. AESERDIS 
e. AESERCON 
f. AESEROTH 
g. AESERNPR 
 
If this information is not included in the submission, submit a revised raw AE dataset for 
trial BRF113683 that includes all data for these variables. 

 
5. For investigators that have selected multiple actions taken for the investigational product 

as a result of the AE on the CRF, i.e. variables “AE.ADACTCD” and 
“AE_SER.ADACTCD, how was the most clinically significant action taken as a result of 
the AE, i.e. variables “AE.AEACTRCD” and “AE_SER.AEACTRCD” assigned either 
by the investigator or GSK. 

 
6. In regard to the “Time and Events Schedule for Study: BRF113683_SV3” on Page 2 of 

the annotated CRF for trial BRF113683, please provide a detailed description of the 
information that is listed under each visit column for each row (CRF).  For example, 
under the week 12 (WK12) [S] column, there is a “1” listed in the “Date of 
Visit/Assessment” row, a “9” listed in the “ECOG Performance Status Scale” row, an 
“11” listed in the Echocardiogram row, and “18-RF” listed in the EORTC QLQ-C30 
(Version 3) row, etc. 
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Please note that I will be out of the office the week of September 10-14, 2012, and my colleague 
Meredith Libeg will be covering this for me.  Please ensure that your response is emailed to both 
Meredith Libeg (Meredith.Libeg@fda.hhs.gov ), and myself at Norma.Griffin@fda.hhs.gov 
 
Please contact me if you have any questions or concerns at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
September 6, 2012 

 
From: 

 
Norma Griffin, RPM  DOP 2/OHOP/CDER/FDA 

 
Subject: 

 
NDA 202806; GlaxoSmithKline, LLC 
Clinical Pharmacology Comments 

______________________________________________________________________________ 
 
GlaxoSmithKline, LLC  
Ellen S. Cutler 
Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear Ms Cutler: 
 
Please refer to your New Drug Application (NDA) NDA 202806 for product “  
(dabrafenib)” received on July 31, 2012. 
 
Our Clinical Pharmacology Reviewer has the following comments and request for information. 
 
Clinical Pharmacology Comments: 
 

1. Provide the relevant data (e.g. calculated [I]/ Ki (or IC50) ratio or net flux ratio) from in 
vitro studies to determine whether dabrafenib is a substrate or inhibitor of cytochrome 
P450 enzymes and transporters, and to determine the need to conduct PK drug interaction 
trial(s). Refer to the FDA Guidance for Industry entitled “Drug Interaction Studies – 
Study Design, Data Analysis, Implications for Dosing, and Labeling Recommendations” 
found at 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guid
ances/UCM292362.pdf . 

2. Propose PMR (post marketing requirement) language and provide a timeline for 
submitting the final study report for the DDI trial BRF113771 (with ketoconazole, 
warfarin and gemfibrozil). 

3. Propose PMR language and provide milestone timelines for the renal and hepatic 
impairment trials. 

4. Propose PMR language and milestone timelines for a drug-drug interaction trial with a 
strong CYP3A4 inducer. 

Reference ID: 3185804

(b) (4)



NDA 202806 GSK 
FDA Clinical Pharmacology Comments and IR 
Page 2 of 2 
 

 

 

5. Provide a timeline for submitting the final study report for the DDI trial BRF113220 
(with trametinib). 

 
Please note that I will be out of the office the week of September 10-14, 2012, and my colleague 
Meredith Libeg will be covering this for me.  Please ensure that your response is emailed to both 
Meredith Libeg (Meredith.Libeg@fda.hhs.gov ), and myself at Norma.Griffin@fda.hhs.gov 
 
Please contact me if you have any questions or concerns at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov. 
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From: Griffin, Norma
Sent: Tuesday, September 04, 2012 3:58 PM
To: 'Ellen Cutler'; Eric Richards
Subject: Question for NDAs 204114 and 202806 - Carton Labeling

Importance: High
Eric/Ellen,
 
We notice that a carton label has not been submitted for either NDAs (202806 and 204114).  Kindly respond to confirm whether a
carton label should or should not be included in the NDA submissions.
 
Regards,

Norma S. Griffin 
Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research

Email:  Norma.Griffin@fda.hhs.gov 
Telephone   301.796.4255
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Filing Meeting Summary 
August 31, 2012 

NDA: 202806 
Product:   (dabrafenib) 
Submission Date: July 29, 2012 
Received Date: July 30, 2012 
Sponsor: GlaxoSmithKline (GSK), LLC 
 
Proposed Indication:  For the treatment of patients with unresectable or metastatic 
melanoma with BRAFV600 mutation 
 
Participants: 
Patricia Keegan, M.D., Director DOP2 
Karen Jones (CPMS), DOP2 
Norma Griffin., Regulatory Health Project Manager 
Suzanne Demko, Clinical TL and CDTL 
Marc Theoret, M.D., Clinical Reviewer 
Kun He, Statistics (TL) 
Weishi (Vivian) Yuan, Statistics 
Hong Zhao, Clinical Pharmacology (TL) 
Jian Wang, Clinical Pharmacology 
Rosane Charlab-Orbach, Genomics Reviewer 
Alexander Putman, Nonclinical Reviewer 
Nallaperumal Chidambaram, Acting Branch Chief 
Liang Zhou, Product (TL) 
Amit Mitra, Product Quality Reviewer 
Gaetan Ladouceur, Product Quality Reviewer 
Jewell Martin, Product (ONDQA RPM) 
Akm Khairuzzaman, Biopharmaceutics Reviewer 
Mahesh Ramanadham, OC (Facilities) 
Derek Smith, OC (Facilities) 
Jean Mulinde, OSI Reviewer 
Sue Kang, OSE, Safety RPM 
Donna Roscoe, CDRH Consultant 
Jeff Summers, OHOP Safety Deputy Director 
Cathryn Lee, OHOP Safety RPM 
Amarylis Vega, DRISK 
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Discussion Items 
1. The review team agreed to review this submission as a standard review but will determine 

goal date of shortened review clock – justification to be drafted. 
2. Mid-cycle meeting scheduled for October 30, 2012 (based on a 6-month review clock).  Mid-

cycle slides are due to CDTL by October 22, 2012 
3. Standing monthly meetings were set up from September 2012 – January 2013. 
4. Labeling meetings are to be scheduled. 
5. Four clinical sites have been selected for inspections, inspections are being scheduled. 
6. Facility manufacturing site inspections are being scheduled. 
7. Possible PMRs: disciplines will determine and may go in the 74-day letter. 
8. Disciplines determined application is fileable, however Division Director and CDTL requested 

that all deficiencies be identified and included in the 74-day letter. 
a. Clinical:  need a deadline for getting raw datasets and will request variable names. 
b. STATS:  see Clinical above 
c. ClinPharm: potential PMRs 
d. CMC: Had a TCON regarding stability at ‘alternate’ site – Sponsor will withdraw 

this site. 
e. Biopharmaceutics:  HPMC vs. capsules and exposure – need bridging study. 

9. Need to verify if there is a Carton label. 
 

Review Status 

• Priority Review requested, team agreed to a standard 10-month review 

• Orphan Drug Exclusivity – January 12, 2011 

• Fast Track Designation granted – February 11, 2011 

• 5-Year (New Chemical Entity) Exclusivity 

• Requested full waiver of pediatric studies 

• Proprietary Name Request – April 13, 2012 conditional acceptance of proposed proprietary 
name   Request also included in the July 30, 2012 submission. 

• BioMerieux Letter of Authorization to cross reference IDE G120011 for the THxID BRAF 
assay – June 29, 2012 

• Received (on 8.29.2012) Letter of Authorization to cross reference PMA of the companion 
diagnostic to NDAs 204114, 202806  

• Categorical Exclusion requested July 12, 2012 

• Risk Management Plan 

• The clinical development of dabrafenib has been conducted under IND 105032. 
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Team Meetings Scheduled:Team Meeting 1:  September 18, 2012, Team Meeting 2:  October 16, 
2012, Team Meeting 3:  November 15, 2012, Team Meeting 4:  December 18, 2012, Team Meeting 5:  
January 9, 2013 
PMR/PMC Working Meetings:  Scheduled as needed 
Wrap- Up Meeting: Per 6-month clock, scheduled for January 3, 2013. 
 
ODAC Not Needed:  this drug is not the first in its class. 
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Filing Meeting Minutes 
August 31, 2012 

NDA: 202806 
Product:   (dabrafenib) 
Submission Date: July 29, 2012 
Received Date: July 30, 2012 
Sponsor: GlaxoSmithKline (GSK), LLC 
 
Proposed Indication:  For the treatment of patients with unresectable or metastatic 
melanoma with BRAFV600 mutation 
 
Meeting Participants: 
Patricia Keegan, M.D., Director DOP2 
Karen Jones (CPMS), DOP2 
Norma Griffin., Regulatory Health Project Manager 
Suzanne Demko, Clinical TL and VDTL 
Marc Theoret, M.D., Clinical Reviewer 
Kun He, Ph.D., Statistics (TL) 
Weishi (Vivian) Yuan, Statistics 
Hong Zhao, Ph.D, Clinical Pharmacology (TL) 
Jian Wang., Clinical Pharmacology 
Rosane Charlab-Orbach, Genomics Reviewer 
Whitney Helms, Nonclinical (TL) 
Alexander Putman, Nonclinical Reviewer 
Nallaperum Chidambaram, Acting Branch Chief 
Liang Zhou, Ph.D., Product (TL) 
Amit Mitra, Product Quality Reviewer 
Gaetan Ladouceur, Product Quality Reviewer 
Jewell Martin, Product (ONDQA RPM) 
Debasis Ghosh, QbD  Liason 
Angelica Dorantes, Ph.D., Biopharmaceutics TL 
Akm Khairuzzaman, Biopharmaceutics Reviewer 
Mahesh Ramanadham, OC (Facilities) 
Derek Smith, OC (Facilities) 
Jean Mulinde, OSI Reviewer 
Sue Kang, OSE, Safety RPM 
Donna Roscoe, CDRH Consultant 
Jeff Summers, OHOP Safety Deputy Director 
Cathryn Lee, OHOP Safety RPM 
Amarylis Vega, DRISK 
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Discussion Items 
1. Reminder - all team members should notify the RPM, the CDTL, their team leader and other 

team members as soon as issues arise during the review process, instead of waiting until the 
next scheduled meeting to discuss. 

2. The review team agreed to review this submission as a standard review. 

3. A mid-cycle meeting was scheduled for October 30, 2012 (based on a 6-month review clock).  
Mid-cycle slides are due to CDTL by October 22, 2012 

4. Standing monthly meetings were set up from September 2012 – January 2013. 

5. Labeling meetings are to be scheduled. 

6. Clinical sites have been selected for inspections, inspections are being scheduled. 

7. Facility manufacturing site inspections are being scheduled. 

8. Possible PMRs: disciplines will determine and may go in the 74-day letter. 

9. Disciplines determined application is fileable, however Division Director and CDTL requested 
that all deficiencies be identified and included in the 74-day letter. 

 

Review Status 

• Priority Review requested, team agreed to a standard 10-month review 

• Orphan Drug Exclusivity – January 12, 2011 

• Fast Track Designation granted – February 11, 2011 

• 5-Year (New Chemical Entity) Exclusivity 

• Requested full waiver of pediatric studies 

• Proprietary Name Request – April 13, 2012 conditional acceptance of proposed proprietary 
name   Request also included in the July 30, 2012 submission. 

• BioMerieux Letter of Authorization to cross reference IDE G120011 for the THxID BRAF 
assay – June 29, 2012 

• Received (on 8.29.2012) Letter of Authorization to cross reference PMA of the companion 
diagnostic to NDAs 204114, 202806  

• Categorical Exclusion requested July 12, 2012 

• Risk Management Plan 

• The clinical development of dabrafenib has been conducted under IND 105032. 
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Cynthia LaCivita (TL) 
 
DMEPA to review Proprietary Name 
Todd Bridges (TL) 
James Schlick 
 
DMEPA/CMC/DDMAC to review 
carton/container, and patient labeling  
 
DPV – Bob Pratt (TL) – invite to mid-cycle and 
wrap up or as requested by Team 
 
DEPI – Cunlin Wang (TL) – invite to mid-cycle 
and wrap up or as requested by Team 

Maternal Health Consult to be sent -  

Facility/OMPQ  
QT-IRT *To be determined??? 
OSI Jean Mulinde/Paul Okwesili 
Pediatric Page/PeRC Full Waiver Requested 

Patient Labeling Team Patient Information Leaflet included 

SEALD Consult to be sent - 

CDRH 

Donna Roscoe; (others Reena Philip, Yun-Fu, 
Hu, Maria Chan, Elizabeth Mansfield, Robert 
Becker) 
Tamika Allen (BIMO Reviewer) 

SGE’s or Patient Representatives Consult to be sent - 
 
Upcoming Meetings: 

 
• Applicant Orientation Presentation: Scheduled for Friday, September 7, 2012.  Joint 

meeting with NDA 204114 
 
• Mid-Cycle Meeting:  Per 6-month clock, scheduled for October 30, 2012. 

Note:  Need Mid-Cycle slides to CDTL by October 22, 2012 
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• Labeling Meetings (suggested section groupings): To be scheduled - After mid-
cycle; plan to have ~2 labeling meetings per week. 

 
a.  TBD  (Clinical Sections: Indications and Usage, Adverse Reactions, 

Warnings and Precautions) 
b.  TBD  (Clinical Sections: Dosage and Administration, Clinical 

Studies, Drug Interactions, Use in Specific Populations, Overdosage, 
Contraindications, References) 

 
c.  TBD  (Dosage Forms and Strengths, Description, How 

Supplied/Storage and Handling, Nonclinical Sections, Clinical Pharmacology, 
Nonclinical Toxicology) 

**Include OSE/CMC during this labeling meeting to review carton and 
container. 

 
d.  TBD  (Highlights, Indications and Usage, Patient Counseling 

Information) 
 

Labeling included: 50mg x 120 Container Label 
   75mg x 120 Container Label 
   Draft Labeling (PI) with Patient Information Leaflet 

 
• Team Meetings 

Team Meeting 1:  September 18, 2012 
Team Meeting 2:  October 16, 2012 
Team Meeting 3:  November 15, 2012 
Team Meeting 4:  December 18, 2012 
Team Meeting 5:  January 9, 2013 
 

• PMR/PMC Working Meetings:  To be scheduled 
 

• Wrap- Up Meeting: Per 6-month clock, scheduled for January 3, 2013. 
 
ODAC Needed/Not Needed:  Not needed 

o this drug/biologic is not the first in its class 
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MEMORANDUM OF MEETING MINUTES 
 
 
MEETING DATE:   August 30, 2012 
TIME:    1:00PM -2:00PM (EST) 
LOCATION:   TCON/RM3560 
APPLICATION:   NDA 202806 
DRUG NAME:  Dabrafenib 
TYPE OF MEETING:  FDA initiated TCON 
MEETING CHAIR:  Nallaperumal Chidambaram, Acting Branch Chief  
MEETING RECORDER: Jewell Martin, Regulatory Health Project Manager 
MEETING PURPOSE:       The purpose of the TCON was to discuss lack of CMC and  
                                                Biopharm data for manufacturing site  provided in 
    NDA. 
 
FDA Attendees: 
 
Nallaperumal Chidambaram, PhD, ONDQA Acting Branch Chief, Branch II  
Liang Zhou, PhD, CMC Lead 
Akm Khairuzzaman, PhD, ONDQA Biopharmceutics Reviewer 
Amit Mitra, PhD, ONDQA Chemistry Reviewer 
Gaetan Ladouceur, PhD, ONDQA Chemistry Reviewer 
Jewell Martin, MA, MBA, PMP, ONDQA Regulatory Health Project Manager 
 
GSK Attendees:  
Kathleen Church, GlaxoSmithKline 
Jim Zisek, GlaxoSmithKline 
Ellen Cutler, GlaxoSmithKline 
Giselle Limentani, GlaxoSmithKline 
David Bronson, GlaxoSmithKline 
Lara Knowles, GlaxoSmithKline 
Girish Pande, GlaxoSmithKline 
Kevin Lan, GlaxoSmithKline 
Daniele Ouellet, GlaxoSmithKline  
Buffy Hudson-Curtis, GlaxoSmithKline 
 

Meeting Notes: 

The Agency stated that there were two manufacturing sites  
 submitted for NDA 202806 and that the applicant only provided stability and 

dissolution data for the  site.  The applicant stated that the equipment used is identical 
at both sites  The applicant also 
stated that the equipment used for encapsulation is the same.  

The Agency stated that the normal requirement would be to provide the following: 

Reference ID: 3187228
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• Side by side comparison in process, equipment and batch size 
• Appropriate in vitro dissolution data (including f2 similarity comparison) as per the 

recommendation for the respective change outlined in the guidance for industry: SUPAC 
IR.  

• At least 3 months of accelerated stability data including dissolution.   
 

The Agency asked if the applicant intended to market product manufactured from both  
 facilities.  

  
 

 
  

The Agency made clear that if the applicant intends to market this product in the US, the 
applicant must provide the necessary data to support site equivalence. Additional stability data 
can be provided later, but may not be reviewed.  The Agency cannot commit to evaluate stability 
data if submitted in 3 months.  
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Initial Planning Meeting Summary 
August 15, 2012 

NDA: 202806 
Product:   (dabrafenib) 
Submission Date: July 29, 2012 
Received Date: July 30, 2012 
Sponsor: GlaxoSmithKline (GSK), LLC 
 
Proposed Indication:  For the treatment of patients with unresectable or metastatic 
melanoma with BRAFV600 mutation 
 

Participants: 
Norma Griffin., Regulatory Health Project Manager 
Anthony Murgo, Associate Director for Regulatory Science, OHOP 
Joseph Gootenber, M.D., Deputy Director DOP2 
Jeff Summers, M.D., Deputy Director for Safety, DOP2 
Karen Jones (CPMS), DOP2 
Suzanne Demko, Medical Officer (Acting TL) 
Marc Theoret, M.D., Medical Officer (Efficacy Review) 
Kun He, Ph.D., Statistics (TL) 
Hong Zhao, Ph.D, Clinical Pharmacology (TL) 
Whitney Helms, Non-Clinical (TL) 
Liang Zhou, Ph.D., Product (TL) 
Gaetan Ladouceur, Product Quality Reviewer 
Jewell Martin, Product (ONDQA RPM) 
Debasis Ghosh, QbD Liason 
Akm Khairuzzaman, Biopharmaceutics Reviewer 
Mahesh Ramanadham, OC (Facilities) 
Jean Mulinde, OSI Reviewer 
Paul Okwesili, OSI 
Sue Kang, OSE, Safety RPM 
Donna Roscoe, CDRH Consultant 
 
Discussion Items: 
 
The following Review Status items were reviewed: 

• Priority Review requested, discussion to expedite review clock 
• Orphan Drug Exclusivity – January 12, 2011 
• Fast Track Designation granted – February 11, 2011 
• 5-Year (New Chemical Entity) Exclusivity 
• Requested full waiver of pediatric studies 
• Proprietary Name Request – April 13, 2012 conditional acceptance of 

proposed proprietary name   Request also included in the July 30, 
2012 submission. 

• BioMerieux Letter of Authorization to cross reference IDE G120011 for 
the THxID BRAF assay – June 29, 2012 

• Categorical Exclusion requested July 12, 2012 
• Risk Management Plan 
• The clinical development of dabrafenib has been conducted under IND 
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Potential Consults/Collaborative Reviewers Needed: 
OPDP ????- professional reviewer 

????- consumer reviewer 
Olga Salis – RPM 
Consult to be sent - 

OSE Sue Kang-OSE RPM 
Sean Bradley-OSE RPM TL 
 
DRISK assigned to review Risk Management Plan 
Cynthia LaCivita (TL) 
 
DMEPA to review Proprietary Name 
Todd Bridges (TL) 
James Schlick 
 
DMEPA/CMC/DDMAC to review carton/container, and 
patient labeling  
 
DPV – Bob Pratt (TL) – invite to mid-cycle and wrap up 
or as requested by Team 
 
DEPI – Cunlin Wang (TL) – invite to mid-cycle and wrap 
up or as requested by Team 

Maternal Health Consult to be sent -  

Facility/OMPQ  
QT-IRT *To be determined??? 
OSI Jean Mulinde/Paul Okwesili 

Pediatric Page/PeRC Full Waiver Requested 

Patient Labeling Team Patient Information Leaflet included 

SEALD Consult to be sent - 

CDRH 
Donna Roscoe; (others Reena Philip, Yun-Fu, Hu, Maria 
Chan, Elizabeth Mansfield, Robert Becker) 
Tamika Allen (BIMO Reviewer) 

SGE’s or Patient Representatives Consult to be sent - 

 
Discussion:  If it is determined that it is not going to ODAC, then may plan to get an 
SGE. 
 
Internal Team Meetings:  Schedule 1 per month 
PMC/PMR Meetings:  Will schedule as needed. 
Filing Meeting:  Scheduled for August 31, 2012. 
Mid-Cycle Meeting:  Per 6-month clock, scheduled for October 30, 2012.  Note that the 
Office requests ONE set of slides. 
Labeling Meetings (suggested section groupings): Schedule monthly beginning after 
mid-cycle. 
Labeling included: 50mg x 120 Container Label; 75mg x 120 Container Label; Draft 
Labeling with Patient Information Leaflet 
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Wrap- Up Meeting: Per 6-month clock, scheduled for January 3, 2013. 
Applicant Orientation Presentation: Scheduled for Friday, September 7, 2012. 
 
ODAC Needed/Not Needed:  Will discuss this again.  Note:  Target AC date:  
November-December 2012 (month 4-5) 
 
Miscellaneous Items or Issues: 
a. OSI inspections are needed.  OSI held an initial meeting with clinical/stats 

reviewers on Thursday, August 8, 2012 for discussion to pick the sites that will be 
inspected.  Clinical Reviewer to review data in more depth and confirm with OSI 
for the selected Sites. 
Preclinical study site Audits are NOT needed. 

b. CMC/Jewell Martin will assist with the following consults: 
• Establishment (EES)/Coordinate Inspections 
• Environmental Analysis: Request for Categorical Exclusion 
• Labeling 
• Micro consult was submitted today. 

c. Nonproprietary name on label (dabrefenib vs. dabrafenib mesylate) – this is ok for 
now but CMC will review. 

d. August 13, 2012 teleconference with GSK to discuss clinical and statistical 
concerns regarding the submission.  GSK agreed to provide updated information 
including commitment plan regarding datasets, statistical codes, etc.  The plan is 
expected to be submitted by August 15, 2012 with the remainder of the 
information within 3 weeks (by September 3, 2012). 

e. Meeting between CDRH and Sponsor regarding the PMA associated with this 
application - it was learned that GSK did not provide CDRH with the raw data for 
the PMA, but when asked about it, the data was provided. 

f. Cross reference letters to the NDA submitted in the PMA to reference NDA 
202806 on behalf of a Pre-Market Application (PMA) to be submitted by 
bioMerieux for the THxID-BRAFkit. 
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 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

 
NDA 202806  

NDA ACKNOWLEDGMENT 
 
GlaxoSmithKline, LLC 
Attention: Ellen S. Cutler 
Senior Director, Regulatory Affairs, Oncology 
1250 South Collegeville Road 
Collegeville, PA  19426 
 
Dear Ms. Cutler: 
 
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:  (dabrafenib) capsules, 50 mg and 75 mg 
 
Date of Application: July 29, 2012 
 
Date of Receipt: July 30, 2012 
 
Our Reference Number:  NDA 202806 
 
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 September 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). 
 
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: 
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Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Oncology Products 2 
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 Norma Griffin, Regulatory Project Manager, at (301) 796-4255. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Karen D. Jones 
Chief, Project Management Staff 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
August 14, 2012 

 
From: 

 
Norma Griffin, RPM  DOP 2/OHOP/CDER/FDA 

 
Subject: 

 
NDAs 202806 and 204114; GlaxoSmithKline, LLC 
FDA Response to GSK Questions 

______________________________________________________________________________ 
 
GlaxoSmithKline, LLC  
Eric Richards / Ellen S. Cutler 
Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear Eric / Ellen: 
 
Please refer to your New Drug Applications (NDAs) NDA 202806 and NDA 204114 for 
products“  (dabrafenib) and Mekinist (trametinib).” 
 
We refer to our teleconference of August 13, 2012 (3:00 pm ET) and to your email 
correspondence of August 13 and August 14, 2012, as follow up inquiries to the August 13, 
2012, teleconference.  Please see FDA responses to your questions below: 
 
1. GSK Question (via August 13, 2012 email correspondence):  On request  #4 

[Comment #4], it was our understand that the review team wanted to receive SAS 
programming that supports section 5 and 6 of the Phase III clinical study reports.  
Sections 5 and 6 of the reports are Study Population Results and Efficacy Results.  But 
we thought it was clear on the phone that the reviewers wanted the SAS programming 
that supported the Efficacy and Safety Results from each Phase III clinical study report; 
in which case, that would be Section 6 and 7.  Would it be possible to get clarity on this? 
 
FDA Response of August 14, 2012:  For Comment #4, the request is for SAS codes 
which produce results in sections 5 and 6.  For Comment #5, the request is for SAS codes 
which produce the efficacy and safety presented in the labeling. 
 
For efficacy, SAS codes which produce the results in sections 5 and 6 usually cover those 
in the labeling. 
 
For safety, SAS codes which produce section 7 may not be identical to those in the 
labeling.  If the SAS codes which produce section 7 cover those in the labeling, then 
please just submit the SAS codes which produce the results in section 7. 
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2. GSK Question (via August 13, 2012 email correspondence):  I’m [GSK is] going to 

follow-up with our clinical pharmacology group, but would it possible to find out from 
the FDA clinical pharmacology team if they will need similar SAS programs? This is a 
tremendous amount of work and while we are happy to give the Division what it needs, 
we also want to ensure that the individual reviewers need it. 

 
FDA Response August 14, 2012:  Datasets as SAS transport files should be submitted 
for all the clinical pharmacology studies.  Please refer to the pre-NDA meeting minutes. 
In addition, please submit all the major program codes (e.g. SAS, NONMEM, S-PLUS, 
WinNonLin, etc) for each individual and population PK analyses. 
 

3. GSK Question (via August 14, 2012 email correspondence):  Through our discussions 
the differences between PC-SAS versions 9.1 and 9.2 (let alone 9.3) was noted.  We want 
to make sure we are testing the programs in the same environment as the FDA will be 
executing them.  We presently have versions 9.1 and 9.2 available to us.  Can the Agency 
confirm which version will be acceptable? 

 
FDA Response August 14, 2012:  Please use version 9.2 

 
 
 
Please contact me if you have any questions or concerns at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
August 13, 2012 

 
From: 

 
Norma Griffin, RPM  DOP 2/OHOP/CDER/FDA 

 
Subject: 

 
NDAs 202806 and 204114; GlaxoSmithKline, LLC 
Comments and Information Request 

______________________________________________________________________________ 
 
GlaxoSmithKline, LLC  
Eric Richards / Ellen S. Cutler 
Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear Eric / Ellen: 
 
Please refer to your New Drug Applications (NDAs) NDA 202806 and NDA 204114 for 
products“  (dabrafenib) and Mekinist (trametinib).” 
 
We are currently reviewing your submissions of July 30, 2012, and August 2, 2012, and have the 
following comments.  These are being provided to you in advance of our teleconference 
scheduled for this afternoon, August 13, 2012 (3:00 pm ET). 
 
1. Please identify the location and the names of all raw datasets in the NDAs since a 

separate folder containing the raw datasets could not be located. 
 

2. Provide clarification of the structure of the primary dataset, e.g., onctte. 
 
3. Please clarify whether the “Annotated Design For Trial” is identical to the Annotated 

CRF because the file is under the “blankcrf.pdf”. 
 
4. Provide the SAS programs as well as format library files used to create the derived 

datasets for the efficacy endpoints and the SAS programs used for efficacy data analysis. 
If the SAS programs use any SAS macro, please provide all necessary macro programs. 

 
5. Provide SAS programs for derived datasets and the analyses associated with the results 

presented in the proposed package insert. 
 
6. Provide the location in NDA 202806 that identifies the version of MedDRA used to code 

adverse event terms for each trial included in the integrated summary of safety. 
 
Please contact me if you have any questions or concerns at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov. 
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NDA 202806 and NDA 204114 
 
  
 
GlaxoSmithKline, LLC 
Attention: Eric Richards, M.S., M.P.H. 
Director, Global Regulatory Affairs 
1250 South Collegeville Road; UP4110 
Collegeville, PA  19426 
 
Dear Mr. Richards: 
 
Please refer to your New Drug Applications (NDAs) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act for “ (dabrafenib)” and “Mekinist (trametinib)”. 
 
We also refer to your July 24, 2012, email correspondence requesting an application orientation 
meeting to discuss for “ (dabrafenib)” and “Mekinist (trametinib).  Based on the 
statement of purpose, objectives, and proposed agenda, we will consider this an informal type C 
meeting.  Meeting minutes will not be issued. 
 
The meeting is scheduled as follows: 
 

Date: Friday, September 7, 2012 
Time: ~1:00 PM – 2:30 PM (ET) 
Location: 10903 New Hampshire Avenue 
 White Oak Building 22, Conference Room: 2205 
 Silver Spring, Maryland 20903 
 
CDER participants: 
Patricia Keegan   Joseph Gootenberg 
Karen Jones   Norma Griffin 
Suzanne Demko   Marc Theoret 
Kun He    Weishi (Vivian) Yuan  Xiaoping (Janet) Jiang 
Hong Zhao   Jian Wang   Ruby Leong 
Whitney Helms   Alexander Putman  Sachia Khasar 
Nallaperum Chidambaram Amit Mitra   Jean Tang 
Liang Zhou   Gaetan Ladouceru  Sue Ching Lin 
Jewell Martin   Mahesh Ramanadham 
Angelica Dorantes   Minerva Hughes  John Duan 
Jean Mulinde   Paul Okwesili 
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Please provide me with a list of GSK’s meeting participants so that their names can be entered 
into our LobbyGuard system. 
 
Please submit desk copies and/or slides to me at the following address: 
 

Norma Griffin  
Food and Drug Administration  
Center for Drug Evaluation and Research  
White Oak Building 22, Room: 2369  
10903 New Hampshire Avenue  
Silver Spring, Maryland  
Use zip code 20903 if shipping via United States Postal Service (USPS). 
Use zip code 20993 if sending via any carrier other than USPS (e.g., UPS, DHL, FedEx). 

 
If you have any questions, call me at (301) 796-4255. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Norma Griffin 
Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
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NDA 202806 NDA PRESUBMISSION ACKNOWLEDGEMENT 
 
GlaxoSmithKline, LLC 
Attention: Ellen S. Cutler 
Senior Director, Regulatory Affairs, Oncology 
1250 South Collegeville Road 
Collegeville, PA  19426 
 
 
Dear Ms. Cutler: 
 
We have received the first section of your New Drug Application (NDA) under the program for 
step-wise submission of sections of an NDA (section 506 of the Federal Food, Drug, and 
Cosmetic Act) for the following: 
 
Name of Drug Product: dabrafenib capsule; 50 mg and 75 mg 
 
Date of Submission: June 21, 2012 
 
Date of Receipt: June 21, 2012 
 
Our Reference Number: NDA 202806 
 
We will review this presubmission as resources permit.  Presubmissions are not subject to a 
review clock or to a filing decision by FDA until the application is complete.  
 
Please cite the NDA number listed above at the top of the first page of any communications 
concerning 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 Oncology Products 2 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 

 
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. 
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If you have any questions, call Norma Griffin, Regulatory Health Project Manager, at 
(301) 796-4255. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Karen D. Jones 
Chief, Project Management Staff 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
July 2, 2012 

 
From: 

 
Norma Griffin, RPM  DOP 2/OHOP/CDER/FDA 

 
Subject: 

 
NDA 202806; GlaxoSmithKline, LLC 
Information Request – Datasets Information 

______________________________________________________________________________ 
 
GlaxoSmithKline, LLC  
Ellen S. Cutler 
Senior Director, Global Regulatory Affairs 
1250 South Collegeville Road 
Collegeville, PA, 19426 
 
Dear Ellen: 
 
Please refer to your New Drug Application (NDA) for the investigational product “  
(dabrafenib).” 
 
We are currently reviewing your submission of June 29, 2012, (Part 2 of 3 Presubmission to 
Rolling Submission) containing Part 3 (Site Level Dataset) and have the following comments 
from OSI Review Team: 
 

The datasets submitted for use in the clinical site selection tool are missing multiple of 
the requested data variables (LASTNAME, FRSTNAME, MINITAL, PHONE, FAX, 
EMAIL, SITEEFFE, SITEEFFS, FINLMAX, FINLDISC, COUNTRY, STATE, CITY, 
POSTAL, STREET, and TRTEFFS).  We request that you submit a revised dataset.  You 
can also include all studies in a single dataset, however, if you find it easier leaving as 
three separate datasets FDA can recombine here. 
 

 
Please address the aforementioned comments and provide a response as soon as possible, via 
electronic (email) communication at Norma.Griffin@fda.hhs.gov and follow that with a formal 
submission to the NDA. 
 
Please contact me if you have any questions or concerns at (301) 796-4255 or at 
Norma.Griffin@fda.hhs.gov. 
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