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EXCLUSIVITY SUMMARY  

 
NDA # 204275     SUPPL #          HFD # 570 

Trade Name   Breo Ellipta 
 
Generic Name   fluticasone furoate/vilanterol 
     
Applicant Name   GlaxoSmithKline       
 
Approval Date, If Known   May 10, 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.     

 
      

 
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:              
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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? 
 

3 years  
 

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? 
    
            
 
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# 22051 Veramyst 

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: 

 
Trials HZC112206, HZC112207, HZC102871 and HCZ102970 

 
                     

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"): 

 
Trials HZC112206, HZC112207, HZC102871 and HCZ102970 

 
 
 
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 # 77855  YES   !  NO       
      !  Explain:   
                                 

              
 

Investigation #2   ! 
! 

 IND # 77855  YES    !  NO     
      !  Explain:  
                                      
         

 Investigation #3   ! 
! 

 IND # 77855  YES    !  NO     
      !  Explain:  
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Investigation #4   ! 
! 

 IND # 77855  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? 

 
 
 
 
 
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:  Angela Ramsey R.N., M.S.N                   
Title:  Senior Program Management Officer 
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Date:  May 10, 2013 
 
                                                       
Name of Office/Division Director signing form:  Badrul A. Chowdhury, M.D., Ph.D. 
Title:  Division Director 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12 
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05/10/2013

Reference ID: 3306800

 



 
    

  

               
                

           
            

  

 
   

    

 



   

  

    
       

    
  

    
         

     

            

                  
       

          
                      

          
        

 

          
      
         
      

          
          

           
        

             
    

        

           
          

             
 

  
   

                
          

             

                   
        

                     
                  

 
  



 
 

              
  

              
    

 
     

    

      
     

  
   
    

   

    
    
  

   

  

      
      

  

      
      

 
            

          
       
         

   
  
    
    

 

             
            

 

                
  

     

   

   

                
       

            
     

  
    

               
  
  

                       
                      

                    
 

  

 



 
  

 

              
     

             
             
              
             

  

            
            
            

  

    
     

   

   
      

  

  

 

            
            
            

  

           
            

           
    

              
           

             
    

     

   
             
              

  

       
              

             

    
      

  

    
      

  

    
      

   

  
      
   

   
  

   
    

        

           
                    

                 
 

           
             
          

          
             

             
  

       

  

  



 
 

           
             

    

         

             
   

            
          

           
           

          

             

 

                 
              

         
      

               
             
          

      

            
         

           
             

             
             

            
     

                
              

               
         

  

                 
              

          
      

               
             
           

        

  

  

  

 

 

  

  



 

 
  

            
           

           
 

           
              

             
             

            
            

           
    

              
              

          
 

                
              

 

    

    

 
      

  

              
         

       

     

  

 

  

  

                

 

              
      

               
         

     
     

        

          
  



 
  

         
           

  

              
  
   

    
    

       

         
           

   

    

   

      

    

              
            

        

         

    

            
    

             
         

        

         
 

       

      

       

           

           
 

    

         
       

           
 

              

    
    
    
   

  

 
 

 

  
  

  
 

   
   
   
    

 
   
  
   

 

    
    

  

    

    

     

  

  



 
  

           
             
    

            
       

     

   
  

       

    
 

    
    

   
  

 

   

                         
        

    

           
  

           

        
       

   

           

    

         

         

         

      

   

   

          

         

           

           
 

             
        

          
    

          
  

          

 

   

   

   

  

   

  

  

   

    
  

   

  



 
  

   
         
       
           

           
   

            
 

   

           

         

   

          

         

       

    

            

           

        

            

   

    

         

        

   
 

 

    
 

  

  

  

  

    

  

  

    

  

   

   
           

   

           
   

           

     

           

  

    

   
     

   

  

 



 

 
 

    

    

          

          

         
    

   
         

    
       

      

         
     

         

          
         

   

        

           

  

   

  

    
   

  
 

    
 

   

 

             
             

           

               
     

           

  
   

      
  

  
   

  
  
    
     

                         
     

  



 
  

     

               
                     

                    
                 

                      
              

                    
                  

                
              

                 
              

          

                           

                   
                   

       
                    

    
                   

                
                  

         
                      

                  
          

         
                 

                 
                    

                     
                   

                     
                 

                    
                     
                  

 
                       

                  
 

  



 

Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
Date: May 7, 2013  

To: Patrick Wire  From: Angela Ramsey 
Senior Program Management Officer 

Company: GlaxoSmithKline  Division of Pulmonary, Allergy, and 
Rheumatology Drug Products 

Fax number: 919-315-0033  Fax number: 301-796-9728 

Phone number: : 919-483-7650  Phone number: 301-796-2284 

Subject: NDA 204275 Breo Ellipta labeling fax # 4 

Total no. of pages including cover:  

Comments:   

 
 

Document to be mailed:   YES  XNO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or 
other action based on the content of this communication is not authorized.  If you have 
received this document in error, please notify us immediately by telephone at  
(301) 827-1050.  Thank you. 
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NDA 204275 
 
We continue our review of the labeling in your submission dated, May 6, 2013, to NDA 
204275. The FDA proposed insertions are underlined and deletions are in strikeouts.  
Submit responses via email to angela.ramsey@fda.hhs.gov by COB Wednesday, May 8, 
2013. 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

 
Memorandum of Facsimile Correspondence 

 
 

Date:  May 2, 2013  
 
To:  Patrick Wire  
 
Company: GlaxoSmithKline 
 
Fax:  919-315-0033 
  
Phone: 919-483-7650 
  
From:   Angela Ramsey, RN, MSN 
  Senior Program Management Officer  
  Division of Pulmonary, Allergy, and Rheumatology Products 
 
Subject:  NDA 204275 Breo Ellipta Labeling fax# 3 
 
# of Pages:  
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO 
WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS 
PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE 
UNDER APPLICABLE LAW. 
If you are not the addressee, you are hereby notified that any review, disclosure, 
dissemination, copying, or other action based on the content of this communication is not 
authorized. If you received this document in error, please immediately notify us by 
telephone at (301) 796-2300 and return it to us at FDA, 10903 New Hampshire Ave, 
Building 22, DPAP, Silver Spring, MD 20993. 
 
Thank you. 
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We continue our review of the labeling in your submission dated, April 26, 2013, 
to NDA 204275. The FDA proposed insertions are underlined and deletions are 
in strikeouts. We have the following comment to the labeling: 
 
 

Clarify if the Institutional Pack described is available for prescribing by 
practitioners 

 
 
Submit responses via email to angela.ramsey@fda.hhs.gov by Monday, May 6, 
2013. 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

 
Memorandum of Facsimile Correspondence 

 
 

Date:  April 16, 2013  
 
To:  Patrick Wire  
 
Company: GlaxoSmithKline 
 
Fax:  919-315-0033 
  
Phone: 919-483-7650 
  
From:   Angela Ramsey, RN, MSN 
  Senior Program Management Officer  
  Division of Pulmonary, Allergy, and Rheumatology Products 
 
Subject:  NDA 204275 Breo Ellipta Labeling fax# 2 
 
# of Pages:  
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO 
WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS 
PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE 
UNDER APPLICABLE LAW. 
If you are not the addressee, you are hereby notified that any review, disclosure, 
dissemination, copying, or other action based on the content of this communication is not 
authorized. If you received this document in error, please immediately notify us by 
telephone at (301) 796-2300 and return it to us at FDA, 10903 New Hampshire Ave, 
Building 22, DPAP, Silver Spring, MD 20993. 
 
Thank you. 
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We continue our review of the labeling in your submission dated, April 9, 2013, to 
NDA 204275. The FDA proposed insertions are underlined and deletions are in 
strikeouts. These comments are not all-inclusive and we will have additional 
comments and/or requests as we continue our review of the label.  
We have the following comments and/or requests for revisions to the labeling: 
 
1. All Container Labels 

• Revise the word ‘Ellipta’ in the proprietary name so that it is presented in 
the same color as the word ‘Breo’. As presented the word Ellipta utilizes a 

 font over the blue background and is difficult to read. 
• Unbold the statement ‘Rx Only’, as presented this statement competes for 

prominence with the proprietary name.  
 
2. All Carton Labeling 

• See bullets above for 1. All Container Labels 
• Remove the Theravance logo from the principle display panel to decrease 

clutter. 
• As presented, the directions on the side panel may cause confusion as 

patients may read across the line. Revise these to be presented in a 
stepwise manner that reads from left to right and top to bottom omitting 
the line in the middle. See example below: 

1. OPEN 
• Slide the cover down until you hear a “click” 

                             Add existing graphic 
2. INHALE 

• While holding the inhaler.... 
• Don’t breathe out... 
• Put the mouthpiece... 
• Take one long... 

Add existing graphic 
• Remove the inhaler.... 
• You may not be able... 

3. CLOSE 
• Then slide the cover ..... 
• Remember to.... 

• Revise the carton label to include a directive for patients to read the 
complete IFU  

 
3. Insert figures as outlined in the revised medication guide. Formatting (e.g., 
lines) may remain from the original version. These should be removed where 
appropriate.  
 
4. Section 12 clinical pharmacology 
 

Reference ID: 3294152

(b) (4)



• 12.2 Pharmacodynamics, Cardiovascular effects: Usually only one QT 
parameter is listed in the label to avoid confusion. QT-IRT analysis 
indicated that QTcF is the proper parameter here. 

• 12.3 Pharmacokinetics, Elimination, Vilanterol:  HT “4.6 to 6.4 hours” is 
generated in study HZA102932, a single dose study of vilanterol 100mcg. 
Derive the half life from multiple dose vilanterol (25mcg) studies as the 
information is more relevant. 

 
5. Highlights 
 

• Insert white space before each heading  
• Submit waiver request for 1/2 page highlights requirement 

 
Medication Guide 

• Insert web address in the Medication Guide 
 
6. Remove line numbering from the label 

Reference ID: 3294152
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 
DATE:  March 27, 2013 
 
TO:  GlaxoSmithKline 
 
THROUGH:  Patrick Wire 

 
FROM:  Angela Ramsey 
 
SUBJECT:  Breo Ellipta Labeling fax dated, March 26, 2013 
 
APPLICATION/DRUG:  NDA 204275/Breo Ellipta (fluticasone furoate/vilanterol) 
 
 
 
GSK was informed that there was a missed edit to page 2 of the labeling fax #1 dated, March 26, 
2013. CDR Ramsey sent the corrected version dated, March 27, 2013 via fax. The attachment 
below contains the corrected version.   
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

 
Memorandum of Facsimile Correspondence 

 
 

Date:  March 27, 2013  
 
To:  Patrick Wire  
 
Company: GlaxoSmithKline 
 
Fax:  919-315-0033 
  
Phone: 919-483-7650 
  
From:   Angela Ramsey, RN, MSN 
  Senior Program Management Officer  
  Division of Pulmonary, Allergy, and Rheumatology Products 
 
Subject:  NDA 204275 Breo Ellipta Labeling Recommendations 
 
# of Pages:  
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO 
WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS 
PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE 
UNDER APPLICABLE LAW. 
If you are not the addressee, you are hereby notified that any review, disclosure, 
dissemination, copying, or other action based on the content of this communication is not 
authorized. If you received this document in error, please immediately notify us by 
telephone at (301) 796-2300 and return it to us at FDA, 10903 New Hampshire Ave, 
Building 22, DPAP, Silver Spring, MD 20993. 
 
Thank you. 
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NDA 204275 
Breo Ellipta 
GSK 
 
We have begun our review of the labeling in your submission dated, October 12, 2012, to 
NDA 204275. The FDA proposed insertions are underlined and deletions are in strike-
out. These comments are not all-inclusive and we will have additional comments and/or 
requests as we continue our review of the label. We have the following comments and/or 
requests for revisions to the labeling:   
 

1. Table of Contents: Update Section 14 of the table with the appropriate sub-
headings. 

 
2. Revise all figures in black and white. 

 
3. Section 12.3, Clinical pharmacology: 

  
a. Figure 1. Update figure, put forest plot for FF and VI side by side, with 

one recommendation column. Final figure should have column1: 
population description; column2: PK; column3: FF forest plot; column 4: 
VI forest plot; column 5: recommendation. 
 

b. Figure 2. Update figure, put forest plot for FF and VI side by side, with 
one recommendation column. Final figure should have column1: 
Interacting Drug; column2: PK; column3: FF forest plot; column 4: VI 
forest plot; column 5: recommendation 

 
4. Section 13.2, Animal Toxicology and/or Pharmacology: Delete the section.  
 
5. Section 14.1, Dose Ranging Trials:  Insert figures from Trial B2C111045 showing 

the difference from placebo in change from baseline FEV1 (ml) over time at Day 
1 and Day 28.  

 
6. Section 14.2, Confirmatory Trials, Lung Function: Insert figures from trial 

HCZ112207 of post-dose serial FEV1 in ml on Day 1 and Day 168. 
  
7. Throughout the label, there are inconsistencies with font (headings change from 

Arial to New Roman Times). Be consistent with use of the fonts. 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

 
Memorandum of Facsimile Correspondence 

 
 

Date:  March 26, 2013  
 
To:  Patrick Wire  
 
Company: GlaxoSmithKline 
 
Fax:  919-315-0033 
  
Phone: 919-483-7650 
  
From:   Angela Ramsey, RN, MSN 
  Senior Program Management Officer  
  Division of Pulmonary, Allergy, and Rheumatology Products 
 
Subject:  NDA 204275 Breo Ellipta Labeling Recommendations 
 
# of Pages:  
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO 
WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS 
PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE 
UNDER APPLICABLE LAW. 
If you are not the addressee, you are hereby notified that any review, disclosure, 
dissemination, copying, or other action based on the content of this communication is not 
authorized. If you received this document in error, please immediately notify us by 
telephone at (301) 796-2300 and return it to us at FDA, 10903 New Hampshire Ave, 
Building 22, DPAP, Silver Spring, MD 20993. 
 
Thank you. 
 

Reference ID: 3282644



NDA 204275 
Breo Ellipta 
GSK 
 
We have begun our review of the labeling in your submission dated, October 12, 2013, to 
NDA 204275. The FDA proposed insertions are underlined and deletions are in strike-
out. These comments are not all-inclusive and we will have additional comments and/or 
requests as we continue our review of the label. We have the following comments and/or 
requests for revisions to the labeling:   
 

1. Table of Contents: Update Section 14 of the table with the appropriate sub-
headings. 

 
2. Revise all figures in black and white. 

 
3. Section 12.3, Clinical pharmacology: 

  
a. Figure 1. Update figure, put forest plot for FF and VI side by side, with 

one recommendation column. Final figure should have column1: 
population description; column2: PK; column3: FF forest plot; column 4: 
VI forest plot; column 5: recommendation. 
 

b. Figure 2. Update figure, put forest plot for FF and VI side by side, with 
one recommendation column. Final figure should have column1: 
Interacting Drug; column2: PK; column3: FF forest plot; column 4: VI 
forest plot; column 5: recommendation 

 
4. Section 14.1, Dose Ranging Trials:  Insert figures from Trial B2C111045 showing 

the difference from placebo in change from baseline FEV1 (ml) over time at Day 
1 and Day 28.  

 
5. Section 14.2, Confirmatory Trials, Lung Function: Insert figures from trial 

HCZ112207 of post-dose serial FEV1 in ml on Day 1 and Day 168. 
  
6. Throughout the label, there are inconsistencies with font (headings change from 

Arial to New Roman Times). Be consistent with use of the fonts. 
 
Submit revised labeling by April 2, 2013 via email to angela.ramsey@fda.hhs.gov and 
officially to the NDA. 
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you may choose the sample sizes, but the test with the alternative sample size should have a 
90% passing probability to pass at the quality standard at which the test for the 20/60 sample 
size plan (20 at 1st tier, 60 at 2nd tier) has a 90% probability of at least 87.5% coverage with 
95% confidence level tolerance interval for the total of 60 samples falling between 80% and 
120% of label claim. 

 
If you have any questions, call Youbang Liu, Regulatory Project Manager, at (301) 796-1926. 
 

 
Sincerely, 
 
{See appended electronic signature page} 
 
Prasad Peri, Ph.D. 
Branch Chief, Branch VIII 
Division of New Drug Quality Assessment III 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

 

NDA 204275 
 

PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Glaxo Group Limited, England d/b/a GlaxoSmithKline 
c/o GlaxoSmithKline 
Five Moore Drive 
P.O. Box 13398 
Research Triangle Park, NC 27709 
 
ATTENTION:  Patrick D. Wire, PharmD 

Product Director, Respiratory Group 
US Regulatory Affairs 

 
 
Dear Dr. Wire: 
 
Please refer to your New Drug Application (NDA) dated July 11, 2012, received July 12, 2012, 
submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act for Fluticasone 
Furoate and Vilanterol Powder for Inhalation , 100 mcg/25 mcg. 
 
We also refer to your December 6, 2012, correspondence, received December 6, 2012, requesting 
review of your proposed proprietary name, Breo Ellipta.  We have completed our review of the 
proposed proprietary name, Breo Ellipta and have concluded that it is acceptable.  
 
The proposed proprietary name, Breo Ellipta, 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.  (See 
the Guidance for Industry, Contents of a Complete Submission for the Evaluation of Proprietary 
Names, 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM075068.pdf and “PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 
2008 through 2012”.) 
 
If any of the proposed product characteristics as stated in your December 6, 2012, submission 
are altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review.  
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If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Nichelle Rashid, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-3904.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager, 
Angela Ramsey, at (301) 796-2284.   
 
 

Sincerely, 
 
{See appended electronic signature page}  
       
Kellie Taylor, PharmD, MPH 
Deputy Director 
Division of Medication Error Prevention and Analysis 
Office of Medication Error Prevention and Risk Management 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 204275 
 METHODS VALIDATION  
 MATERIALS RECEIVED 
GlaxoSmithKline 
Attention: Patrick D. Wire, Director, Regulatory Affairs 
Five Moore Drive 
P.O. Box 13398 
Research Triangle Park, NC 27709 
FAX: (919) 315-0033 
 
 
Dear Patrick Wire: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for BREO Ellipta Inhalation Powder, 100/25 mcg and to 
our November 26, 2012, letter requesting sample materials for methods validation testing. 
 
We acknowledge receipt on January 10, 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, 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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8. Provide in vitro dose delivery data demonstrating the effect of a mis-use scenario where 
the mouthpiece cover is only partially indexed. 

 
9. Prespecify the alternative sample sizes and the corresponding k-values (the tolerance 

coefficient).  You may propose extending the two, 1-sided PTIT procedure at sample size 
 by intersecting with the OC curve  for the two, 1-sided PTIT procedure 

at a pre-specified acceptance probability, e.g., 90%. 
 

If you have any questions, contact Youbang Liu, Regulatory Project Manager, at (301) 796-
1926. 

 
Sincerely, 
 
{See appended electronic signature page} 
 
Prasad Peri, Ph.D. 
Branch Chief, Branch VIII 
Division of New Drug Quality Assessment III 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: January 7, 2013   

To:  Patrick Wire   From:  
 Angela Ramsey 

Company:  GlaxoSmithKline   Division of Pulmonary, Allergy, and 
Rheumatology Products 

Fax number: 919-315-0033   Fax number: 301-796-9728 

Phone number: 919-483-7650   Phone number: 301-796-2300 

Subject:  NDA 204275 Breo Ellipta (fluticasone furooate/vilanterol) Inhalation Powder 

Total no. of pages including cover:3  

Comments: 
 

Document to be mailed:  YES  xNO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, 
copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please notify us 
immediately by telephone at (301) 796-2300.  Thank you. 
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NDA 204275 

Your submission dated July 12, 2012, to NDA 204275, is currently under review. We have the 
following comments or request(s) for information: 
 
On page 36 of the SAP for Study HZC112206, you describe in “high level” language the 
approaches to your sensitivity analyses. We request that you submit detailed statistical models 
corresponding to your general language for the MAR and CDC approaches.  
 
For example, in the case of MAR, you seem to be saying that the imputations will be done for 
each group separately, i.e. using data from only the respective group.  Also, you seem to indicate 
that both MAR and CDC approaches will be done by fitting a different MI model to each cohort. 
However you do not state whether the final analysis will be the usual MMRM model. In addition 
we request that you specify the model and prior distributions used to impute the data. 
 
For the CDC approach, please submit the specific manner in which you use the placebo data 
(presumably placebo completers) to impute values for active treatment. The same questions, as 
above, about the use of MI models apply to the CDC method. Specify how you handled missing 
data in the placebo group. 

 
 
We request a response by close of business Wednesday, January 9, 2013, to facilitate our review. 
If you have any questions, please contact Angela Ramsey, Regulatory Project Manager, at 301-
796-2284. 
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 
DATE:  December 13, 2012 
 
TO:  GlaxoSmith Kline (GSK) 
 
THROUGH:  Patrick Wire 

 
FROM:  Angela Ramsey 
 
SUBJECT:  Mid-Cycle Communication 
 
APPLICATION/DRUG:  NDA 204275 
 
The Division requested a teleconference with GSK to provide a Mid-Cycle review update for 
Breo Ellipta (fluticasone furoate/vilanterol) Inhalation Powder in the treatment of COPD.  The 
Division commented that the reviews are ongoing and some preliminary thoughts are as follows: 
 

 Strength of the efficacy data is a potential concern due to the inconsistent data 
among the four pivotal studies 

 
 Safety profile is consistent with other products in the same class, therefore, no 

major safety issues noted 
 
 No other potential concerns noted with other disciplines. 

 
The Division opened the discussion for any further clarification. GSK questioned whether the 
inconsistent data is limited to the lung function or does it include the exacerbation data as well. 
The Division noted concerns with the inconsistencies in both lung function and exacerbation 
data and whether there is enough evidence to support benefit of the combination over vilanterol 
alone. The Division will seek potential input during the Advisory Committee (AC) meeting in 
March. The Division will follow-up with GSK as needed in preparation for the AC.  
 
GSK acknowledged re-submission of tradename request for Breo Ellipta and receipt of 
CMC/Biopharm IR fax dated, December 10, 2012.  
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: December 10, 2012   

To:  Patrick Wire   
From:

 
 Angela Ramsey 

Company:  GlaxoSmithKline   Division of Pulmonary, Allergy, and 
Rheumatology Products 

Fax number: 919-315-0033   Fax number: 301-796-9728 

Phone number: 919-483-7650   Phone number: 301-796-2300 

Subject:  NDA 204275 Breo Ellipta (fluticasone furooate/vilanterol) Inhalation Powder 

Total no. of pages including 
cover:3 

 

Comments: 
 

Document to be mailed:  YES  xNO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, 
copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please notify us 
immediately by telephone at (301) 796-2300.  Thank you. 
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Your submission dated July 12, 2012, to NDA 204-275, is currently under review.  We have the 
following requests for information: 
 
Human Factors:  
 
You reported that you conducted several formative studies that included patients (ages 7 -83 
years) and patients with limited grip function and manual dexterity. Another study was 
conducted with pediatrics to determine whether the inhaler could be used by children 
unsupported by an adult. In addition, your validation study included 47 inhaler users (12 – 55+ 
years of age) and 15 professional/lay caregivers. Please address the following: 
 

1. Indicate the smallest pediatric age that you expect to use the proposed product. Your 
validation study was conducted with users with the age 12 and above but prior formative 
studies were conducted with users with the age of 7 and above. 

 
2. The validation study report was not clear on whether pediatric users (ages <18) were able 

to use the product independently or with the assistance of a caregivers. If caregiver 
assistance was provided in this study, describe the use scenario and the nature of 
assistance provided. If assistance is required for use with this product, ensure that the 
product labeling/instructions for use and your communication to prescribing physicians 
clearly specify this requirement. 

 
3. Clarify whether the validation study report included users who might have manual 

dexterity limitations. Provide a characterization of potential limitations with COPD 
patients, and indicate how your product design has been validated to safeguard against 
potential use related issues that might occur with patients whose limitations might be 
more severe than others. 

 
Biopharmaceutics 

 
4. Provide information on the solubility differences of  

fluticasone furoate and vilanterol. Explain how these differences, if any, could impact the 
drug product mean residence time in the lungs and the rate and extend of absorption. 
 

5. If available, provide dissolution profile comparisons for batches tested in phase 3 pivotal 
trials vs. commercial batches using the investigational or other dissolution method. 

 
 
We request a response by close of business Friday, December 14, 2012, to facilitate our review. 
If you have any questions, please contact Angela Ramsey, Regulatory Project Manager, at 301-
796-2284. 
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Executive CAC 
Date of Meeting: November 27, 2012 
 
Committee: David Jacobson-Kram, Ph.D., OND IO, Chair 

Abby Jacobs, Ph.D., OND IO, Member 
Paul Brown, Ph.D., OND IO, Member 
Lynnda Reid, Ph.D., DRUP, Alternate Member 
Luqi Pei, Ph.D., DPARP, Presenting Reviewer 

 
Author of Draft:  Luqi Pei, Ph.D. 
 
The following information reflects a brief summary of the Committee discussion 
and its recommendations.  
 
 
NDA #:  NDA 204,275 
Drug Name: Vilanterol (GW642444) 
Sponsor: GSK 
 
 
Background:  
Vilanterol is a long acting beta 2 adrenergic agonist being developed as a component of a 
therapy (Breo Ellipta) for chronic obstructive pulmonary disease. Breo Ellipta is a dry 
powder inhaler using fluticasone and vilanterol as the active pharmaceutical ingredients.  
This meeting evaluated the carcinogenicity potential of vilanterol only because the 
Committee evaluated the carcinogenicity potential of fluticasone previously during the 
review of NDA 22-051.   

The evaluation of the carcinogenicity potential of vilanterol included a battery of genetic 
toxicity testing and traditional 2-year bioassays in rats and mice. In the genetic toxicity 
testing battery, vilanterol tested negative in the following assays: bacterial mutation assay 
in S. typhimurium and E. coli (Ames test), rat bone marrow micronucleus assay, in vitro 
unscheduled DNA synthesis (UDS) assay, and Syrian Hamster embryonic (SHE) cell 
transformation assay. Vilanterol tested equivocal in the mouse lymphoma assay.  
 
The bioassays were 2-year inhalation carcinogenicity studies of vilanterol in mice and 
rats.  Animals were exposed to various doses of vilanterol daily for up to 104 weeks.  
Vilanterol was delivered by nose-only inhalation exposure for 60 minutes per day The 
Executive CAC concurred with the dose selection for each study and the dose 
adjustments during the study in rats.  Final reports of the studies were submitted in the 
NDA submission.  
 
Rat Carcinogenicity Study  
Sprague-Dawley rats (60/sex/dose) were exposed by nose-only inhalation to vehicle (C), 
which was lactose powder, low-dose (LD), mid dose (MD), mid-high dose (HD-1), and 
high dose (HD-2) of vilanterol for up to 104 weeks.  Specifically, males were treated with 
0, 10.5, 84.4, 223, or 657-μg/kg/day vilanterol (achieved doses) for 101 weeks.  Females 

Reference ID: 3223765



were exposed to the same doses for 85 weeks and dose adjustments were made 
subsequently due to excessive mortalities in the vilanterol-treated groups.  The dose 
adjustments consisted of the following: dosing was discontinued in the HD-1 and HD-2 
groups and vilanterol doses in the LD and MD groups were reduced to 3.5 and 28.2 
μg/kg/day, respectively.  The three top-dose groups were terminated during weeks 95 – 
96 when the number of survivors reached 15/group.    
 
Both male and female rats had dose-related mortality (P < 0.01) and shortened latency to 
pituitary neoplasms, which were considered to be the cause of death, although the 
increases in overall tumor incidence did not reach the statistically significant level of 0.01 
for the common tumor. Control incidences were 70% for males and 90% for females.  
The three highest dose groups of females also had increased incidences of mesovarian 
leiomyomas.  Table 1 presents the leiomyoma incidences in the mesovarian ligament in 
rats. Figure 1 presents the time-course of pituitary adenoma-related deaths in males as an 
example.   
 

Table 1: Mesovarian Leiomyoma Incidences in Rats 
Incidence (p-value) Sex 

 0 10.5/3.5 84.4/28.2 223 657 
F 0/60  0/60 5/60 (0.007) 4/60 (0.020) 4/60  (0.020) 

 

 

 
 
 
 
 
 
 
 
 
Figure 1: Pituitary tumor-
related deaths in male rats.  

 
 
Mouse Carcinogenicity Study  
Mice (84/sex/dose, CD-1) were treated by nose-only inhalation with 0 (C), 6 (LD-1), 62 
(LD-2), 615 (MD), 6,150 (HD-1), or 29,500 (HD-2)-μg/kg/day vilanterol (achieved doses) 
for 101 – 104 weeks.  The HD-2 female group showed a statistically significant increase 
in ovarian tubulostromal adenoma (p = 0.014) (incidence: 0/84, 0/83, 1/84, 0/84, 2/84 and 
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6/83 in the C, LD-1, LD-2, MD, HD-1 and HD-2, respectively).  Although, the four top-
dose groups in females showed numerical increases in the incidence of leiomyomas and 
leiomyosarcomas in the uterus, alone or in combination, none of the increases reached the 
statistically significant level of p < 0.01.   

 
Table 2: Incidences of Tubulostromal Adenomas in Ovaries in Female Mice  

Vilanterol (μg/kg/day)  
0 6 62 615 6150 29,500 

Incidence (overall) 0/84 0/83  1/84 0/84 2/84 6/83 
P-value (vs. vehicle) - - 0.500 - 0.249 0.0137 
 
 
Executive CAC Recommendations and Conclusions: 
 
Rat study: 
 

1. The Committee agreed that the study was acceptable. 
 
2. The Committee considered the following neoplasms to be clearly drug-related:   

 
• Adenomas of the pituitary gland in males and females (based on dose-

related decreases in tumor latency associated with increased lethality) 
 
• Leiomyomas of mesovarian ligaments in females. 

 
 
Mouse study: 
 

• The Committee agreed that the study was acceptable. 
 
• The Committee considered the tubulostromal adenomas in the ovaries to be drug 

related.   
 

 
                                                
David Jacobson-Kram, Ph.D. 
Chair, Executive CAC 
 
 
cc:\ 
/Division File, DPARP 
/TRobison, DPARP 
/LPei, DPARP 
/ARamsey/PM, DPARP 
/ASeifried, OND IO 
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Equipment  
 1 XBridge C18 3.5 micron, 150 x 4.6 mm column 

  
 

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: Sample Custodian 
1114 Market Street, Room 1002 
St. Louis, MO  63101 

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

Sincerely, 
 
{See appended electronic signature page} 
 
Michael L. Trehy 
MVP coordinator 
Division of Pharmaceutical Analysis, HFD-920 
Office of Testing and Research 
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: November 15, 2012   

To:  Patrick Wire   
From:

Angela Ramsey 

Company:  GlaxoSmithKline   Division of Pulmonary, Allergy, and 
Rheumatology Products 

Fax number: 919-315-0033   Fax number: 301-796-9728 

Phone number: 919-483-7650   Phone number: 301-796-2300 

Subject:  NDA 204275 Breo Ellipta (fluticasone furoate/vilanterol) Inhalation Powder 

Total no. of pages including 
cover:2 

3 

Comments: 
 

Document to be mailed:  YES  xNO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, 
copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please notify us 
immediately by telephone at (301) 796-2300.  Thank you. 
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NDA 204275 

Your submission dated July 12, 2012, to NDA 204-275, is currently under review.  We have the 
following request for information:  
 

1.  Provide your analysis of the co-primary endpoints, weighted mean FEV1 and trough 
FEV1, by GOLD category for trials HZC112206 and HZC112207.  

 
To facilitate our review, we request a response by Monday, December 3, 2012. If you have any 
questions, please contact Angela Ramsey, Regulatory Project Manager, at 301-796-2284. 
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DATE: October 11, 2012   

To:  Patrick Wire   
From:

 
 Angela Ramsey 

Company:  GlaxoSmithKline   Division of Pulmonary, Allergy, and 
Rheumatology Products 

Fax number: 919-315-0033   Fax number: 301-796-9728 

Phone number: 919-483-7650   Phone number: 301-796-2300 

Subject:  NDA 204275 Breo Ellipta 

Total no. of pages including 
cover:2 

 

Comments: 
 

Document to be mailed:  YES  xNO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, 
copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please notify us 
immediately by telephone at (301) 796-2300.  Thank you. 
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Your submission dated July 12, 2012, to NDA 204-275 is currently under review.  We have the 
following request for information: 
 

1. We note inconsistencies between the bone fracture data presented in the Integrated 
Summary of Safety Tables 2.160 and 2.190.  Some of these differences may be due to the 
different Preferred Terms included in Appendix 2 defining the Adverse Events of Special 
Interest; however, it is unclear if the terms used account for all of the differences.   

 
For instance, the number of ankle fractures listed in Table 2.190 is one event each in the 
FF/VI 50/25, FF/VI 100/25, and FF/VI 200/25 treatments groups, but the FF/VI 100/25 
and 200/25 treatment groups have zero ankle fracture events in Table 2.160.   

 
In addition, there are differences in the total number of fractures reported.  For instance, 
in Table 2.160 there are 14 total fractures for the FF/VI 50/25 group (24 bone disorders 
events minus 2 skeletal injuries, 5 osteoporosis and 5 osteopenia events).  However, in 
Table 2.190 there are a total of 15 fracture incidents for this same treatment group. 
Provide clarification of these discrepancies. 

 
We request a response by close of business Friday, October 26, 2012.  If you have any 
questions, please contact Angela Ramsey, Regulatory Project Manager, at 301-796-2284.  
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NDA ACKNOWLEDGMENT 
 
GlaxoSmithKline 
Five Moore Drive 
P.O. Box 13398 
Research Triangle Park, NC 27709 
  
Attention:  Patrick Wire, Pharm.D. 
       Product Director, Respiratory Group 
 
Dear Dr. Wire: 
 
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: Breo Ellipta (fluticasone furoate/vilanterol) Inhalation Powder 
 
Date of Application: July 11, 2012 
 
Date of Receipt: July 12, 2012 
 
Our Reference Number:  NDA 204275 
 
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 10, 2012, in 
accordance with 21 CFR 314.101(a). 
 
If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3). The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57. 
 
You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No, 110-85, 121 Stat. 904). 
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The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Pulmonary, Allergy, and Rheumatology Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved.  Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm. 
 
Secure email between CDER and applicants is useful for informal communications when 
confidential information may be included in the message (for example, trade secrets or patient 
information).  If you have not already established secure email with the FDA and would like to 
set it up, send an email request to SecureEmail@fda.hhs.gov.  Please note that secure email may 
not be used for formal regulatory submissions to applications. 
If you have any questions, call Angela Ramsey, Senior Regulatory Project Manager, at (301) 
796-2284. 
 

Sincerely, 
 
{See appended electronic signature page} 
Angela Ramsey R.N., M.S.N 
Senior Regulatory Project Manager 
Division of Pulmonary, Allergy, and Rheumatology 
Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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NDA 204275 
 FILING COMMUNICATION 
 
GlaxoSmithKline 
Five Moore Drive 
P.O. Box 13398 
Research Triangle Park, NC 27709 
  
Attention:  Patrick Wire, Pharm.D. 
       Product Director, Respiratory Group 
 
Dear Dr. Wire: 
 
Please refer to your New Drug Application (NDA) dated July 11, 2012, received July 12, 2012, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act, for Breo Ellipta  
(fluticasone furoate and vilanterol) Inhalation Powder. 
 
We also refer to your amendments dated July 12, and August 13, 16, 27, and 29, 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 12, 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, 
midcycle, team and wrap-up meetings).  Please be aware that the timelines described in the 
guidance are flexible and subject to change based on workload and other potential review issues 
(e.g., submission of amendments).  We will inform you of any necessary information requests or 
status updates following the milestone meetings or at other times, as needed, during the process.  
If major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by March 31, 2013. 
 
During our filing review of your application, we identified the following potential review issues: 
 

Clinical 
1. We note inconsistencies in your pivotal phase 3 trial results, particularly as they relate to 

the benefit of fluticasone furoate/vilanterol over vilanterol alone.  Whether the data 
sufficiently support the benefit of the combination product over vilanterol alone will be a 
review issue. 
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We request that you resubmit labeling that addresses these issues by October 12, 2013.  The 
resubmitted labeling will be used for further labeling discussions. 
 
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 Medication Guide.  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 Medication Guide 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. 
 
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. 
 
We acknowledge receipt of your request for a full waiver of pediatric studies for this application.  
Once we have reviewed your request, we will notify you if the full waiver request is denied and a 
pediatric drug development plan is required. 
 
 
If you have any questions, call Angela Ramsey, Senior Program Management Officer, at 
(301)796-2284. 
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Sincerely, 
 
{See appended electronic signature page} 
 
 
Badrul A. Chowdhury, M.D., Ph.D. 
Division Director 
Division of Pulmonary, Allergy, and Rheumatology 
Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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