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Introduction 
Dabrafenib is a new molecular entity and is manufactured as a mesylate salt. The 
proposed commercial drug product is an immediate release capsule dosage form 
available in two different strengths; 50 mg and 75 mg. Dabrafenib is an 
anticancer drug indicated for the treatment of patients with unresectable or 
metastatic melanoma with a BRAF V600 mutation. 
 
ONDQA recommends an approval action for this NDA. All CMC-related 
reviews/issues were completed and found acceptable including acceptable 
recommendation from office of compliance1.  
 
Summary  
Chemical Name:  Beezaesalfaaeaede, N-[3-[5-(2-amino-4- pyriaaidinyl)-2-(1,l-
dimethylethyl)-4-thiazolyl]-2-fluorophenyl]-2,6-difluoro-, methanesulfonate salt 
 

Chemical Structure: 

 
 
Molecular formula: C23H20F3N5O2S2 · CH4O3S 
Molecular weight: 615.68 g/mol (dabrafenib mesylate) 

519.57 g/mol (dabrafenib free base) 
 
                                                 
1 See CMC memorandum in DARRTS dated May 02, 2013 regarding the acceptable recommendation 
given by office of compliance for the facilities and subsequent CMC approval recommendation for the 
NDA.  
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Dabrafenib mesylate drug substance is chemically synthesized from starting 
materials  The mesylate 
salt was selected because  

 Potential and actual impurities  
were identified, characterized and controlled accordingly. 

A number of deficiencies, related to the manufacturing process of the drug 
substance, were identified and were communicated to the sponsor. However, 
these deficiencies were addressed adequately by sponsor as outlined in CMC 
review # 1.  
Based on the stability data provided in the application, a retest period of  

 stored at a recommended room temperature conditions is granted for the 
drug substance. 
 
The proposed commercial drug product, TafinlarTM (dabrafenib), is an immediate 
release capsule dosage form available in two different strengths: 50 mg and 75 
mg capsules. The drug product capsules are manufactured by  

 

 
Specifications (tests and limits) for the drug product were reviewed and found 
acceptable.  

The sponsor provided the adequate control strategy for the 
functional properties of the excipinets used in the capsule formulation.  
Based on the provided stability data, an expiration dating period of 24 months is 
granted for the drug product stored at 25°C (77°F); excursions permitted between 
15°C and 30°C (59°F and 86°F). 
 
 
I concur with the approval recommendation for this NDA from a CMC perspective.   
 
Ali Al-Hakim, Ph.D. 
Branch II Chief, Division I  
Office of New Drug Quality Assessment 
CDER-FDA 
Tel: 301 976 1323 
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Representative of the container label (for the 50 mg capsules)  
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  1 

Memorandum 

To: NDA 202-806 

CC:  

From: Amit K. Mitra, Ph.D 

Through: Nallaperumal Chidambaram, Ph.D 

Date: 5/2/2013 

Re: Homogeneity of the entire batch and the OC recommendation 

In the Chemistry Review #1, it was reported that the applicant was yet to implement a satisfactory 
control strategy to assure homogeneity of the entire batch during commercial manufacture as required 
by the GMP. Therefore, the OC did not grant an “Acceptable” recommendation for the facilities.  
 
In an amendment, dated 26-APR-2013, the applicant adopted a satisfactory process control strategy 
using USP<905> acceptance criteria for the finished drug product and assay of individual capsules of 
the in-process samples with appropriate sampling plan. The control strategy adopted by the applicant 
is acceptable to the OC and the reviewer. Therefore, the OC has given an “Acceptable” 
recommendation for the facilities.  
 
No other pending CMC issues remain for approval of this NDA. 
 
Include the following language in the action letter: Based on the provided stability data, an 
expiration dating period of 24 months is granted for the drug product when stored at 25°C (77°F); 
excursions permitted between 15°C and 30°C (59°F and 86°F). 
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  1 

Memorandum 

To:  NDA 202806 

CC:  

From:  Gaetan Ladouceur, Ph.D 

Through:  Nallaperumal Chidambaram, Ph.D 

Date:  5/2/2013 

Re:  Homogeneity of the entire batch and the OC recommendation 

In the Chemistry Review #1, it was reported that OC did not grant an “Acceptable” 
recommendation for the facilities. The issue was related to the implementation of a 
satisfactory control strategy to assure batch homogeneity during commercial 
manufacture of the drug product, as required by the GMP. 
 
In an amendment, dated 26-APR-2013, the applicant adopted a satisfactory process 
control strategy using USP<905> acceptance criteria for the finished drug product 
and assay of individual capsules of the in-process samples with appropriate sampling 
plan. The control strategy adopted by the applicant is acceptable to the OC and the 
reviewer. Therefore, the OC has given an “Acceptable” recommendation for the 
facilities (see attachment on the following page).  
 
No other pending CMC issues remain for approval of this NDA. 
 

Reference ID: 3303054



May 2, 2013 3:25 PM

FDA CDER EES
ESTABLISHMENT EVALUATION REQUEST 

SUMMARY REPORT 

FDA Confidential - Internal Distribution Only Page 1 of 3

FDA Contacts:  A. MITRA

B. RILEY

J. MARTIN

N. GRIFFIN

L. ZHOU

3017961420

3017961595

3017962072

3017964255

3017961781

(HFD-805)

(HFV-530)

(HFD-107)

Prod Qual Reviewer

Micro Reviewer

Product Quality PM

Regulatory Project Mgr

Team Leader

Overall Recommendation:  by R. SAFAAI-JAZI

by EES_ADMIN

by STOCKM

by EES_PROD

by EES_PROD

on 30-APR-2013

on 02-APR-2013

on 14-MAR-2013

on 15-AUG-2012

on 15-AUG-2012

ACCEPTABLE

PENDING

ACCEPTABLE

PENDING

PENDING

3017964463()

DMF No:  AADA: 

Responsibilities:  DRUG SUBSTANCE MANUFACTURER

DRUG SUBSTANCE 

DRUG SUBSTANCE OTHER TESTER

NON-STERILE API BY CHEMICAL SYNTHESISProfile:  OAI Status:  NONE

Application: NDA 202806/000

1Priority:

107Org. Code: 

01-DEC-2012District Goal:

Stamp Date:  30-JUL-2012

30-MAY-2013

Action Goal:

PDUFA Date:

GLAXOSMITHKLINE

200 NORTH 16TH ST 1 FRANKLIN PLAZA

PHILADELPHIA, PA  19102

Sponsor:  

Dabrafenib 

TafinlarBrand Name: 

Estab. Name: 

Generic Name:  

Product Number;  Dosage Form;  Ingredient;  Strengths

OC RECOMMENDATIONLast Milestone:  

14-MAR-2013Milestone Date:  

DISTRICT RECOMMENDATIONReason:

Decision: ACCEPTABLE

GLAXO WELLCOME MANUFACTURING PTE LIMITED

JURONG, , SINGAPORE  

2262

9611205CFN: 3002807079FEI:Establishment:

001; CAPSULE; DABRAFENIB; EQ 50MG BASE
002; CAPSULE; DABRAFENIB; EQ 75MG BASE
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DMF No:  

DMF No:  

AADA: 

AADA: 

Responsibilities:  

Responsibilities:  

DRUG SUBSTANCE STABILITY TESTER

FINISHED DOSAGE PACKAGER

FINISHED DOSAGE STABILITY TESTER

CONTROL TESTING LABORATORY

CAPSULES, PROMPT RELEASE

CONTROL TESTING LABORATORY

Profile:  

Profile:  

Profile:  

OAI Status:  

OAI Status:  

OAI Status:  

NONE

NONE

NONE

OC RECOMMENDATION

OC RECOMMENDATION

OC RECOMMENDATION

Last Milestone:  

Last Milestone:  

Last Milestone:  

17-AUG-2012

17-AUG-2012

17-AUG-2012

Milestone Date:  

Milestone Date:  

Milestone Date:  

BASED ON PROFILE

BASED ON PROFILE

BASED ON PROFILE

Reason:

Reason:

Reason:

Decision:

Decision:

Decision:

ACCEPTABLE

ACCEPTABLE

ACCEPTABLE

GLAXOSMITHKLINE

GLAXOSMITHKLINE INC

BARNARD CASTLE, COUNTY DURHAM, UNITED KINGDOM  DL12 8DT

ZEBULON, , UNITED STATES  275971217

HARMIRE ROAD

9610421

1033964

CFN:

CFN:

3002807078

1033964

FEI:

FEI:

Establishment:

Establishment:
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PRODUCT QUALITY (Small Molecule) 
FILING REVIEW and IQA  FOR NDA or Supplement (ONDQA) 

File name: N202-806  Product Quality Filing Review &IQA .doc Page 2 
Version Date: 8-29-12 

7. 

Are drug substance 
manufacturing sites identified on 
FDA Form 356h or associated 
continuation sheet?  For each site, 
does the application list: 
• Name of facility, 
• Full address of facility including 

street, city, state, country  
• FEI number for facility (if 

previously registered with FDA) 
• Full name and title, telephone, fax 

number and email for on-site 
contact person.  

• Is the manufacturing 
responsibility and function 
identified for each facility?, and 

• DMF number (if applicable) 

Yes   

8. 

Are drug product manufacturing 
sites are identified on FDA Form 
356h or associated continuation 
sheet.  For each site, does the 
application list: 
• Name of facility, 
• Full address of facility including 

street, city, state, country  
• FEI number for facility (if 

previously registered with FDA) 
• Full name and title, telephone, fax 

number and email for on-site 
contact person. 

• Is the manufacturing 
responsibility and function 
identified for each facility?, and 

• DMF number (if applicable) 

Yes   
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