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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 X 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 X 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:              

           
      

 
 
 
d)  Did the applicant request exclusivity? 
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   YES X  NO  
 
If the answer to (d) is "yes," how many years of exclusivity did the applicant request? 
 

5 years 
 

e) Has pediatric exclusivity been granted for this Active Moiety? 
   YES  NO X 

 
      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 X 
 
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). 

 
      
NDA#             
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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 X   NO  
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).   
 
NDA# 204275 fluticasone furoate/vilanterol trifenatate 

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

   YES X NO  
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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 X 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 X 
 
(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 X 

 
     If yes, explain:                                          
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(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 DB2113361, DB2113373, DB2113360, DB2113374, DB2113359, 
DB2114417, DB2114418 

 
                     

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 X 

 
Investigation #2         YES  NO X 

 
Investigation #3         YES  NO X 

 
Investigation #4         YES  NO X 

 
Investigation #5         YES  NO X 

 
Investigation #6         YES  NO X 

 
Investigation #7         YES  NO X 

 
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? 
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Investigation #1      YES  NO X 

   
Investigation #2      YES  NO X 
 
Investigation #3         YES  NO X 
 
Investigation #4         YES  NO X 
 
Investigation #5         YES  NO X 
 
Investigation #6         YES  NO X 

 
Investigation #7         YES  NO X 

 
 

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 DB2113361, DB2113373, DB2113360, DB2113374, DB2113359, 

DB2114417, DB2114418 
 
 
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 # 106616  YES  X !  NO       
      !  Explain:   
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Investigation #2   ! 
! 

 IND # 106616  YES  X  !  NO     
      !  Explain:  
                                      
         

Investigation #3   ! 
     ! 

 IND # 106616  YES  X !  NO       
      !  Explain:   
                                 

              
 

Investigation #4   ! 
! 

 IND # 106616  YES  X  !  NO     
      !  Explain:  
                                      
 

Investigation #5   ! 
     ! 

 IND # 106616  YES  X !  NO       
      !  Explain:   
                                 

              
 

Investigation #6   ! 
! 

 IND # 106616  YES  X  !  NO     
      !  Explain:  
                                      
 

Investigation #7   ! 
     ! 

 IND # 106616  YES  X !  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   ! 

! 
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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 X 

 
If yes, explain:   
 

      
 
 
================================================================= 
                                                       
Name of person completing form:  Leila P. Hann                     
Title:  Regulatory Project Manager 
Date:  December xx, 2013 
 
                                                       
Name of Office/Division Director signing form:  Badrul A. Chowdhury, M.D., Ph.D. 
Title:  Division Director 
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 [505(b)(2) applications]  For each paragraph IV certification, based on the 

questions below, determine whether a 30-month stay of approval is in effect due 
to patent infringement litigation.   

 
Answer the following questions for each paragraph IV certification: 

 
(1) Have 45 days passed since the patent owner’s receipt of the applicant’s 

notice of certification? 
 

(Note:  The date that the patent owner received the applicant’s notice of 
certification can be determined by checking the application.  The applicant 
is required to amend its 505(b)(2) application to include documentation of 
this date (e.g., copy of return receipt or letter from recipient 
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))). 

 
 If “Yes,” skip to question (4) below.  If “No,” continue with question (2). 

 
(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submitted a written waiver of its right to file a legal action for patent 
infringement after receiving the applicant’s notice of certification, as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip the rest of the patent questions.   
 
If “No,” continue with question (3). 
 

(3) Has the patent owner, its representative, or the exclusive patent licensee 
filed a lawsuit for patent infringement against the applicant?  

 
(Note:  This can be determined by confirming whether the Division has 
received a written notice from the (b)(2) applicant (or the patent owner or 
its representative) stating that a legal action was filed within 45 days of 
receipt of its notice of certification.  The applicant is required to notify the 
Division in writing whenever an action has been filed within this 45-day 
period (see 21 CFR 314.107(f)(2))). 

  
If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee) 
has until the expiration of the 45-day period described in question (1) to waive 
its right to bring a patent infringement action or to bring such an action.  After 
the 45-day period expires, continue with question (4) below.    

 
(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submit a written waiver of its right to file a legal action for patent 
infringement within the 45-day period described in question (1), as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip to the next section below (Summary Reviews).   
 
If “No,” continue with question (5). 

 
 
 

 
 
 
 
 
 
 

  Yes          No         
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
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Your NDA 203975 submitted on December 18, 2012 is currently under review.  We have 
labeling comments regarding your December 11, 2013 response to our Information Request of 
December 06, 2013. Be advised that these labeling changes are not necessarily the Agency’s 
final recommendations and that additional labeling changes may be forthcoming as we continue 
to review the application.   
The labeling changes are shown in the attached marked up label. 
 
In order to facilitate the review of your NDA submission, submit revised labeling incorporating the 
comments listed above no later than COB, December 12, 2013. If you have any questions, please 
contact Leila P. Hann, Regulatory Project Manager, at 301-796-3367. 
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Your NDA 203975 submitted on December 18, 2012 is currently under review.  We have the 
following labeling comments regarding your October 28, 2013 response to our Information Request 
of November 06, 2013. Be advised that these labeling changes are not necessarily the Agency’s final 
recommendations and that additional labeling changes may be forthcoming as we continue to review 
the application. 
 

1. The orientation of the inhaler device in carton labeling is inconsistent with the orientation 
shown in Figures E, F, G and I of the Medication Guide.  Revise carton labeling to 
maintain consistency with the Medication Guide.  

 
2. Provide figures with higher resolution if possible.  For Figure 3, reconcile the symbols in 

the figure and the legend. 
 
In order to facilitate the review of your NDA submission, submit revised labeling incorporating the 
comments listed above no later than COB, December 10, 2013. If you have any questions, please 
contact Leila P. Hann, Regulatory Project Manager, at 301-796-3367. 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Reference ID: 3418859



 

 
Drafted by:  L. Hann/ December 03, 2013  
Cleared by:  J. Pippins/ December 06, 2013  

S. Limb/ December 06, 2013  
J. Sohn/ December 04, 2013  
T. Robison/ December 04, 2013  
J. Chen/ December 04, 2013  
P. Ji/ December 04, 2013  
S. Brar/ December 04, 2013  
A. Shaw/ December 04, 2013  
C. Bertha/ December 04, 2013  
P. Peri/ December 04, 2013 
B. Chowdhury/ December 06, 2013  
S. Barnes/ December 06, 2013  

Finalized by:  L. Hann/ December 06, 2013 

Reference ID: 3418859

38 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page



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

LEILA P HANN
12/06/2013

Reference ID: 3418859



 

Your NDA 203975 submitted on December 18, 2012 is currently under review.  The label attached to 
our November 05, 2013 Information Request was a previous version and the current version has been 
attached to this document.   
We have the following labeling comments regarding your October 28, 2013 response to our 
Information Requests of October 08, and 21, 2013. Be advised that these labeling changes are not 
necessarily the Agency’s final recommendations and that additional labeling changes may be 
forthcoming as we continue to review the application. 
 

1. In Section 6.1, revise the description of the patient population for the 6-months trials so that 
the summary statistics are based on the n=7,433 population as opposed to the  
population.  In Section 14.  Provide corresponding information in Section 14.2.  In addition, 
include a sentence that specifies the size of the population used in the efficacy analysis. 

 
2. Provide a source to allow us to confirm the  included in the introduction to 

Section 14. 
 

3. Section 14.1, Figure 3 and Figure 4 
 
Present mean change from baseline in FEV1 not adjusted for placebo (include plot of placebo 
in the figure). 
 

4. Your comments regarding the “USE IN SPECIFIC POPULATIONS and NONCLINICAL 
TOXICOLOGY” sections are shown in plain text followed by our comments in italics. 

 
Section 8.1 Pregnancy/Teratogenic effects/Umeclidinium: It is unclear what value for systemic 
exposure to umeclidinium in human subjects has been used to calculate the overages quoted for rats 
and rabbits in this section. The original values have been updated in line with those defined in the 
NDA using a human systemic exposure (AUC) to umeclidinium of 0.3124 ng.h/mL following 
administration of ANORO ELLIPTA (see Table below). 
 
FDA response 
The value used for human systemic exposure to umeclidinium is 0.3124 ng.h/mL.   
 
Section 8.1 Pregnancy/Teratogenic effects/Umeclidinium: GSK considers that the reference to the 
fetal skeletal variation should be removed since this finding is considered unrelated to treatment. In 
the rat EFD study (see study report WD2007/00764) whilst there were some slightly higher 
incidences in some frequently occurring skeletal changes in treated groups compared to the 
concurrent control group, including unossified ventral arch of the 1st cervical vertebra, these were 
considered unrelated to treatment as there were no test-article related dose responses and these 
parameters can be considered to be variants that can occur regularly in a population with no adverse 
effects on embryofetal development. 
 
FDA response 
We accept removal of the statement regarding fetal skeletal variation.   
 
Section 8.3 Nursing Mothers/Umeclidinium: Contrary to the statement in Sentence 2, the excretion of 
umeclidinium into breast milk has not been examined in animals. Therefore GSK suggests this 
sentence should be revised as indicated in the revised label. 

Reference ID: 3402767

(b) (4)

(b) (4)



 

 
 
FDA response 
We do not agree.  While the statement, “the excretion of umeclidinium into breast milk has not been 
examined in animals”, is true, the absence of data based on the lack of studies is not informative in 
this case, and might not be accurate.  In study number 2011N118595, you stated on page 234 that the 
umeclidinium was “quantifiable in two out of 54 pups from dams dosed with GSK573719, on post 
natal Day 10”.  The pups were most likely exposed to umeclidinium in breast milk, considering that 
the pups themselves were not dosed, and the half-life of umeclidinium precludes the possibility that 
this is a result of in utero exposure. 
 
Section 13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility/Umeclidinium: The systemic 
exposures in male or female mice at the respective doses of 295 / 200 mcg/kg/day are similar 
therefore the exposure multiples have been altered to reflect this (see Table below). The systemic 
exposure multiple seen at 294 mcg/kg/day in female rats has been changed in line with that quoted in 
the submission (see Table below). 
 
FDA response 
We do not agree.  Your stated values are consistent with the Agency’s values for the carcinogenicity 
study in male mice (AUC of 8.21 ng.h/mL with a rounded dose ratio of 25, based on the reduced dose 
of 295 mcg/kg/day), but not for the carcinogenicity study in female mice (study no. 2012N131664).  
At 26 weeks, females had an exposure of 6.87 ng.h/mL, associated with a dose of 200 mcg/kg/day.  
Data from 26 weeks is used as this best represents the long-term exposure to the test article.  This 
results in a dose ratio of 22, which is rounded to 20 for labeling.  The tables from page 75 of your 
study report are shown below: 
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Section 13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility/Vilanterol: The systemic exposure 
multiples achieved in the carcinogenicity studies in rats or mice given vilanterol have been changed 
in line with those quoted in the submission (see Table below). 
 
 

 

 
 
FDA response 
Regarding carcinogenicity studies conducted with vilanterol, clarify the sources of the systemic 
exposure (AUC) values shown in your table.  The stated systemic exposures (AUC) for vilanterol in 
your study reports differ from the ones provided in your Response to FDA Request for Information.  
Specifically, we note differences with the values provided for mice on page 60 of the report (study # 
2011N119325), excerpted below.  We calculate the average systemic exposure (AUC) of males and 
females at week 26 to be 4853 ng.h/mL (associated with a dose of 29500 mcg/kg/day), and 128.5 
ng.h/mL (associated with a dose of 615 mcg/kg/day).  The corresponding rounded dose multiples are 
7800 and 210. 
 
 
 
 
 
Study #2011N119325: Table of toxicokinetic parameters for vilanterol in mice (p. 60 of study report) 
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In addition, we note a difference for the systemic exposure reported for rats in study # 2010N10925 
(table from p. 54 of the study report is excerpted below).  The systemic exposure is 11.95 ng.h/mL, 
based on the average of the AUC values for males and females at Week 26, for the dose of 84.4 
mcg/kg/day.  The associated dose multiple is rounded to 20 for the label. 
 
Study # 2010N10925: Table of toxicokinetic parameters for vilanterol in rats (p.54 of study report) 

 
 
Regarding your dose multiple of 52 for the rat EFD and rat female fertility studies, we accept it as it 
is more conservative.  We note that you used the extrapolated systemic exposure (AUC) value of 16.2 
ng.h/mL, which is the average AUC of males and females at Weeks 4 and Weeks 13 in a 13 week 
study (study #WD2007/02012).  Our calculations were made using AUC values from a 28 day study 
in rats (study #WD2005/0142); the 28 day dosing duration of this study more closely approximates 
the dosing in the rat EFD (study # WD2007/00764) and female fertility studies (study # 
WD2007/00763).   
 
Regarding your dose multiple of 197 for the rabbit EFD study, we acknowledge that it is correct.  We 
have rounded it to 200 for the label.   
 
To facilitate clear communication, we have provided edits to the table you provided in your 
“Response to FDA Request for Information”: 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: October 21, 2013 
 

  

To: Vicki Gunto 
Global Regulatory Affairs 

  
From: 

 
Leila P. Hann 

Company: Glaxo Group, d/b/a 
GlaxoSmithKline 

  Division of Pulmonary, Allergy, and 
Rheumatology Drug Products 

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

Secure Email: vicki.x.gunto@gsk.com   Phone number:  301-796-3367 
 

Subject:  NDA 203975 (Anoro Ellipta) Information Request 

Total no. of pages including 
cover:  

 41  

Comments: The attached label includes the edits and comments sent October 08, 2013. 
 

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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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 203975
METHODS VALIDATION 
MATERIALS RECEIVED

Glaxo Group Limited
Attention: Susan M. Holmes, M.S. Director, Global CMC Regulatory Affairs
Five Moore Drive
P.O. Box 13398
Research Triangle Park, NC 27709
FAX: (919) 483-5381

Dear Susan M. Holmes:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for ANORO ELLIPTA (umeclidinium bromide and 
vilanterol trifenate) Inhalation Powder and to our September 9, 2013, FAX requesting sample 
materials for methods validation testing.

We acknowledge receipt on October 17, 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
Office of Testing and Research
Office of Pharmaceutical Science
Center for Drug Evaluation and Research
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Your NDA 203975 submitted on December 18, 2012 is currently under review. We have the 
following preliminary labeling comments.  Be advised that these labeling changes are not 
necessarily the Agency’s final recommendations and that additional labeling changes may be 
forthcoming as we continue to review the application. 
 

1. Revise Section 5.6 so as to include results from the MACE and CV AESI analyses.  
Make appropriate corresponding changes to the Highlights Section. 

2. In Section 6.1 after the first introductory paragraph and before the 6-month trial 
subsection include a description of the overall clinical program, using an approach 
consistent with the Breo Ellipta label. 

3. In Section 6.1, the 6-month trial subsection, describe the patient population in a manner 
consistent with the Breo Ellipta label. 

4. Revise adverse event table and text in Section 6 to show AEs occurring at a rate ≥1% and 
at a frequency greater than placebo. 

5. You may propose the addition of adverse events occurring at a frequency of <1% to 
Section 6.  Provide a rationale for the selection of specific adverse events. 

6. Section 14.1, Figure 3: 

a. Delete . 

b. Present mean change from baseline in FEV1 not adjusted for placebo.  The 
treatment groups represented in the figure should include the following: placebo, 
and umeclidinium 15.6 mcg, 31.25 mcg, 62.5 mcg, and 125 mcg.  

7. In Section 14.1 add a new figure presenting Day 1 data from Trial AC4115321.   

8. In Section 14.1, revise figure 4 so that it presents mean change from baseline in FEV1 not 
adjusted for placebo.  The treatment groups represented in the figure should include the 
following: placebo, and vilanterol 3.0 mcg, 6.25 mcg, 12.5 mcg, 25 mcg, and 50 mcg. 

9. In Section 14.2 reorient table 2 so that it is in the same configuration as table 2 in the 
Breo Ellipta label. 

10. In Section 14.2 add a second graph to figure 6 that presents data from Day 1. 

11. In Section 14.2, revise the discussion of peak FEV1 results by first defining peak FEV1 
and then reporting differences in mean changes relative to placebo at Day 1, in a manner 
consistent with the Breo Ellipta label. 

12. In Section 14.2 after the discussion of peak FEV1 add a description of the results for time 
to onset, using the same definition for time to onset as defined in the Breo Ellipta label. 

Reference ID: 3386648
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13. Revise Section 12.3, record the accumulation for UMEC and VI with repeat dosing of 
inhaled ANORO ELLIPTA in COPD patients under Absorption section, and calculate the 
effective half life for UMEC and VI in COPD patients under Elimination section.  

a. Absorption: Following repeat dosing of inhaled ANORO ELLIPTA, steady state 
was achieved within xx days with xx fold accumulation. 

b. Elimination: The effective elimination half-life for………., is xx hours. 

14. As the exposure of VI is not consistent in BREO ELLIPTA and ANORO ELLIPTA, the 
VI PK characteristics (ADME) derived from FF/VI studies are not used for labeling. For 
VI PK in special population and drug-drug interaction, we consider all studies done with 
VI, UMEC/VI, and FF/VI, and use the worst case scenario (largest observed change in 
AUC or Cmax) in the labeling. Therefore, the renal impairment paragraph under section 
12.3 is revised as “Vilanterol systemic exposure (AUC(0-24)) was 56% higher in subjects 
with severe renal impairment compared with healthy subjects. ” Please revise the figure 1 
to reflect this change. 

15. Revise Section 16 as follows: 

ANORO ELLIPTA is supplied as a disposable light grey and red plastic inhaler 
containing a foil blister strip with 30 blisters. The inhaler is packaged within a moisture 
protective foil tray with a desiccant and a peelable lid (NDC 0173-0869-10). 

ANORO ELLIPTA is also supplied in an institutional pack of a disposable light grey and 
red plastic inhaler containing a foil blister strip with 7 blisters. The inhaler is packaged 
within a moisture protective foil tray with a desiccant and a peelable lid (NDC 0173-
0869-06). 

Store at room temperature between 68°F and 77°F (20°C and 25°C); excursions 
permitted from 59°F to 86°F (15°C to 30°C) [See USP Controlled Room Temperature]. 
Store in a dry place away from direct heat or sunlight. Keep out of reach of children. 

Discard ANORO ELLIPTA 6 weeks after opening the foil tray or when the counter reads 
“0” (after all blisters have been used), whichever comes first. The inhaler is not reusable. 
Do not attempt to take the inhaler apart 

16. Add a statement regarding cardiovascular safety in Section 17 corresponding to the 
information in the Warnings and Precautions. 

In order to facilitate the review of your NDA submission, submit revised labeling incorporating 
the comments list above no later than COB, October 14, 2013.  If you have any questions, please 
contact Leila P. Hann, Regulatory Project Manager, at 301-796-3367. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
NDA 203975 
 REQUEST FOR METHODS  
 VALIDATION MATERIALS 
GlaxoSmithKline 
Attention: Susan M. Holmes, M.S. 
Director, Global CMC Regulatory Affairs 
Five Moore Drive 
P.O. Box 13398 
Research Triangle Park, NC  27709 
FAX: (919) 483-5381 
 
Dear Susan Holmes: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for ANORO ELLIPTA (umeclidinium bromide and 
vilanterol trifenatate) inhalation powder. 
 
We will be performing additional methods validation studies on ANORO ELLIPTA 
(umeclidinium bromide and vilanterol trifenatate) inhalation powder, as described in NDA 
203975.   
 
In order to perform the necessary testing, we request the following sample materials and 
equipments: 
 

Method, current version 
Determination of Umeclidinium and Vilanterol Identity and Uniformity of Emitted Dose 
in Umeclidinium/Vilanterol Inhalation Powder by HPLC 
 

Samples and Reference Standards 
  200 mg umeclidinium bromide drug substance 
  200 mg umeclidinium bromide reference standard  
  100 mg umeclidinium bromide test mix/resolution check reference material  
  60   blisters strips (30-blister strip) 
  60   blisters strips (7-blister strip) 
  

Equipment to be returned 

Reference ID: 3369111
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NDA 203975 
Page 2 
 

Equipment not to be returned 

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

Food and Drug Administration 
Division of Pharmaceutical Analysis 
Attn: MVP Sample Custodian 
645 S Newstead Ave 
St. Louis, MO  63110 

 
Please notify me upon receipt of this letter.  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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Rivera, Luz E (CDER)

From: Rivera, Luz E (CDER)
Sent: Thursday, August 08, 2013 4:12 PM
To: 'susan.m.holmes@gsk.com'
Subject: NDA 203975 

Good afternoon Ms. Holmes, 
 
We are reviewing  your NDA 203975 and request additional information to continue our evaluation. 
 

 Specify the time considered for the zero time for the stability studies.  It should be the date on which the active 
ingredients are blended with the excipients. 
 

Please submit the information requested by email to me (Luz.E.Rivera@fda.hhs.gov) and officially submit to the 
application. 
 
Please acknowledge the receipt of this request 
 
Thank you, 
Luz E Rivera, Psy.D. 
LCDR, US Public Health Service 
Regulatory Health Project Manager 
FDA/CDER/OPS/ ONDQA 
Division of New Drug Quality Assessment III 
luz.e.rivera@fda.hhs.gov 
301 796 4013 
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Note: n(%) = number (percentage) of deaths for each trial grouping 
Note: This table includes on-treatment events 

 
3. Confirm that that the ITT population presented in the following tables and figures include 

data from Investigator 040688 in Trial DB2113360:  

A. Submission dated April 26, 2013 

i. Table 88A 

ii. Table 4 

B. ISS submitted December 18, 2012 

i. Table 138 

4. Clarify whether or not the ITT population presented in the following tables and figures 
(all from the ISE submitted on December 18, 2012) exclude data from Investigator 
040688 in Trial DB2113360:  

A. Table 84 

B. Figure 18 

C. Table 3.36 

D. Table 3.35 

E. Table 3.144 

F. Table 3.145 

G. Table 3.41 

H. Table 3.40 

I. Table 3.43 

J. Table 3.42 

In order to facilitate the review of your NDA submission, provide the requested information no 
later than COB, Wednesday, August 07, 2013.  If answers to questions 2-4 are available sooner, 
please send them. 
 
If you have any questions, please contact Leila P. Hann, Regulatory Project Manager, at 301-
796-3367. 
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Your NDA 203975 submitted on December 18, 2012 is currently under review. We have the 
following requests for information: 
 

We noticed that you used PBPK modeling to predict the combined effect of CYP2D6 genetic 
polymorphism and P-gp Transporter Inhibition on systemic exposure of UMEC.  You should 
submit PBPK modeling and simulation report and model files for further review. 
 
The report should include: 
 

1. A summary of model input parameters.  This can be compiled in the table format with 
parameter name, parameter values (mean and/or variability), source of the parameter 
values and assumptions being made.  Generally, software version should also be 
provided.  In addition, any modification of the default values of the parameter input 
of a particular version should be declared and justified. 

 
2. Steps of model development in a logical manner.  The process starts with model 

building using in silico, in vitro and in vivo data, which is followed by model 
verification/modification (simulating known situations) and model prediction 
(simulating unknown situations).  Keep in mind that comparison of simulations with 
observed plasma exposure data is often not sufficient for developing confidence in 
PBPK models.  Biological/physiological plausibility of the model should be evaluated 
and discussed during model building and verification.  Parameters with less certainty 
yet likely more influence on the model prediction should be tested using sensitivity 
analysis.  All statistical methods used should be clearly stated. 

 
3. The details of experimental design of the simulations.  Such details should include, 

but are not limited to, demographics of virtual population(s), number of trials, number 
of subjects in each trial, dosing scheme, and sampling scheme.  

 
4. Specifically, simulated urinary excretion of UMEC should be provided.  Your 

simulation of unknown situations should consider the intended route of administration 
(e.g. inhalation) and dose of UMEC.  Submit model files used to generate the final 
PBPK simulations (compound and population files, such as .cmp for both UMEC and 
verapamil, .lbr, and .wks).  The model files should be executable using SimCYP 
software Version 12.2.  These files may be submitted via CD. 

 
In order to facilitate the review of your NDA submission, provide the requested information no 
later than COB, Thursday, August 01, 2013. 
 
If you have any questions, please contact Leila P. Hann, Regulatory Project Manager, at 301-
796-3367. 
 
 
 
 
 
 
 
 
 
 
 
 

Reference ID: 3344993



 

 
 
 
 
 
 
 
 
 
 
 
 
Drafted by: L. Hann/ July 22, 2013 
Cleared by:  P. Ji/ July 22, 2013 
  P. Zhao/ July 22, 2013 
  S. Brar/ July 22, 2013 

S. Barnes/ July 22, 2013 
Finalized by: L. Hann/ July 22, 2013 

Reference ID: 3344993



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

LEILA P HANN
07/22/2013

Reference ID: 3344993



 
 
DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 203975 
 METHODS VALIDATION  
 MATERIALS RECEIVED 
Glaxo Group Limited 
Attention: Susan M. Holmes, M.S. Director, Global CMC Regulatory Affairs 
Five Moore Drive 
P.O. Box 13398 
Research Triangle Park, NC 27709 
FAX: (919) 483-5381 
 
 
Dear Susan M. Holmes: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for ANORO ELLIPTA (umeclidinium bromide and 
vilanterol trifenate) Inhalation Powder and to our May 22, 2013, e-mail requesting sample 
materials for methods validation testing. 
 
We acknowledge receipt on June 21, 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 
Office of Testing and Research 
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 
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NDA 203975 
MID-CYCLE COMMUNICATION 

 
GlaxoSmithKline 
Five Moore Drive 
Research Triangle Park, NC 27709 
 
Attention:  Vicki Gunto, Ph.D., R.A.C. 

Global Regulatory Affairs 
 
Dear Dr. Gunto: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Anoro Ellipta. 
 
We also refer to the teleconference between representatives of your firm and the FDA on May 
14, 2013. The purpose of the teleconference was to provide you an update on the status of the 
review of your application. 
 
A record of the teleconference is enclosed for your information.   
 
If you have any questions, call me at (301) 796-3367. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Leila P. Hann 
Regulatory Project Manager 
Division of Pulmonary, Allergy, and Rheumatology 
Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

 
Enclosure: 
Mid-Cycle Communication 

Reference ID: 3320736



 
 

 
 

FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 
 

MID-CYCLE COMMUNICATION 
 
 

Meeting Date and Time: May 14, 2013 from 3:00 PM – 4:00 PM 
 
Application Number: NDA 203975 
Product Name: Anoro Ellipta 
Indication: COPD 
Applicant Name: GlaxoSmithKline, Ltd. 
 
Meeting Chair: Susan Limb 
Meeting Recorder: Leila P. Hann 
 
FDA ATTENDEES 
Sara Stradley, (Acting) Associate Director of Regulatory Affairs, Office of Drug Evaluation II 
Gregory Levin, Ph.D., Biometrics Reviewer, Division of Biometrics II (DBII) 
Joan Buenconsejo, Ph.D., Team Leader, DBII 
Jennifer R. Pippins, M.D., M.P.H., Clinical Reviewer, Division of Pulmonary, Allergy, and 
Rheumatology Products (DPARP) 
Susan Limb, M.D., Clinical Team Leader, DPARP 
Leila P. Hann, Regulatory Project Manager, DPARP 
 
EASTERN RESEARCH GROUP ATTENDEES 

, Independent Assessor 
 
APPLICANT ATTENDEES 
Mary Sides, Global Regulatory Affairs 
Patrick Wire, Senior Director, Global Regulatory Affairs 
Elaine Jones, Medicine Development Project Leader 
Jean Brooks, Statistician 
Stephanie Harris, Clinical 
Chris Kalberg, Clinical 
Dennis Kelleher, Clinical 
Bik Chopra, Safety Assessment 
 
1.0 INTRODUCTION 
 
We are providing these comments to you before we complete our review of the entire application 
to give you preliminary notice of issues that we have identified.  In conformance with the 
prescription drug user fee reauthorization agreements, these comments do not reflect a final 
decision on the information reviewed and should not be construed to do so.  These comments are 
preliminary and subject to change as we finalize our review of your application. In addition, we 
may identify other information that must be provided before we can approve this application.  If 
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available data if the higher dose is withdrawn.  The Division affirmed that that all data would be 
considered in the evaluation of the proposed product. 
 
6.0 LATE-CYCLE MEETING/OTHER PROJECTED MILESTONES 
The Division noted that the late cycle meeting will be held on August 22, 2013. 
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“The incidence of subdural haemorrhages on the cerebellum and between the cerebral 
hemisphere and mid-brain was slightly higher in all treated groups, when compared with 
the concurrent control group. A total of 4 fetuses from 3 litters, 4 fetuses from 4 litters or 
4 fetuses from 4 litters showed this abnormality at doses of 0.0317, 0.0969 or 
0.278 mg/kg/day respectively compared to 2 fetuses from 2 litters in the control group. 
In the absence of a dose response and in light of the low numbers affected, this is 
considered unrelated to treatment.” 
 
Excerpt from table on p. 54 of the study report: 

 
 
a) Provide your assessment of these findings.   
b) In your statement from p. 29, it is not clear why a “total of 4 fetuses from 3 litters” 

showed hemorrhage (cerebellum and between the cerebral hemisphere and mid-brain) 
at the dose of 0.0318 mg/kg/day.  Your provided table appears to show 3 fetuses from 
2 litters with hemorrhage at the reference locations and dose.  Please clarify your 
statement. 

c) Provide historical control data for these findings.  Ensure that it contains historical 
control data from animals of similar age in studies of similar duration, from the same 
testing laboratory, stating the dates the study(ies) were initiated, the incidence of the 
relevant findings in each study, and an overall mean incidence and range from all 
studies.   

 
In order to facilitate the review of your NDA submission, provide the requested information no 
later than 12:00 pm (noon), Tuesday, June 11, 2013. 
 
If you have any questions, please contact Leila P. Hann, Regulatory Project Manager, at 301-
796-3367. 
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 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

NDA 203975 
 INFORMATION REQUEST 
Glaxo Group Limited d/b/a GlaxoSmithKline. 
Attention: Susan Holmes, M.S. 
Director, CMC Regulatory Affairs 
Five Moore Drive, P.O. Box 13398 
Research Triangle Park, NC  27709 
 
 
Dear Ms. Holmes: 
 
Please refer to your New Drug Application (NDA) submitted December 18, 2012 under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for ANOROTM ELLIPTATM (umeclidinium 
and vilanterol) Inhaled Powder. 
 
We are reviewing the CMC section of your submission and have the following comments and 
information requests. We request a prompt written response (preferably by May 23, 2013) in 
order to continue our evaluation of your NDA. 

 
1. The specifications should include references to test methods (See ICH Topic Q 6 A: 

Specifications: Test Procedures and Acceptance Criteria for New Drug Substances and 
New Drug Products: Chemical Substances).  Provide a complete copy of each test 
method used in your release and stability testing, and clearly identify each method with a 
unique method ID and version number. 

2. The umeclidinium bromide (UB) and VI (Vilanterol) Identity and Content Uniformity of 
Emitted Dose by HPLC method describes two doses that are collected from each of 10 
inhalers, along with information to outline the typical doses collected.  Such a description 
may be confusing and not easy for an analyst new to the method to follow.  Therefore we 
recommend that you include a table to illustrate which doses are collected in the 
procedure as part of the method.  An example of such a table is shown below for your 
consideration. 

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30

Inhaler 1 * *
Inhaler 2 * *
Inhaler 3 * *
Inhaler 4 * *
Inhaler 5 * *
Inhaler 6 * *
Inhaler 7 * *
Inhaler 8 * *
Inhaler 9 * *
Inhaler 10 * *

Dose No
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Your NDA 203975 submitted on December 18, 2012 is currently under review. We have the 
following requests for information:  

   
1. Regarding the study “GSK573719A: Subcutaneous Embryo-Fetal Development 

Study in Rabbits” (study no. CD2010/00253/00), please provide the following: 
 
a. The section on dosing solution analysis references study no. WD2010/00081/00.  

Please state the location of this study in your NDA submission, or provide a copy 
of the study.   

 
b. Historical control data are referenced in analyzing observed malformations and 

variations.  Provide a copy of the referenced historical control document “GSK 
Reproductive Toxicology Historical Control Compendium”.  Ensure that it 
contains historical control data from animals of similar age in studies of similar 
duration, from the same testing laboratory, stating the dates the study(ies) were 
initiated, the incidence of the relevant findings in each study, and an overall mean 
incidence and range from all studies.  Separate data based upon the sex of the 
animals in each study. 

 
2. In the study report titled “GSK573719A AND GW642444M: A 4-WEEK 

COMBINATION INHALATION TOXICTY STUDY IN DOGS” (study no. 
2010N109790), some statements are made in the text that do not appear to be reflected in 
the Clinical Observation Summary Tables (Tables 1 and 2).  For example, the study 
report states, “Swelling of the neck was seen…in both animals given 220/234 
GW642444/GSK573719 μg/kg/day (Group 4).  The finding was first observed during 
dosing and was still present immediately post dose in affected animals.” 

 
Provide corrected summary tables, or clarify where findings are represented in the 
summary tables and how they correspond to the text. 

 
In order to facilitate the review of your NDA submission, provide the requested information no 
later than 12:00 pm (noon), Friday, May 17, 2013.  If you have any questions, please contact 
Leila P. Hann, Regulatory Project Manager, at 301-796-3367. 
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Your NDA 203975 submitted on December 18, 2012 is currently under review. We have the 
following request for information:  

   
1. In the summary of clinical pharmacology studies, we note that the exposure of VI is 

2-3 fold higher after administration of UMEC/VI compared to FF/VI in both healthy 
subjects and COPD patients, as summarized in the following table. Please clarify and 
address these findings. 

 
    Geometric mean 
Study Subjects Treatment Days of 

dosing 
AUC(0-24) 

 (pg*h/ml)
Cmax 
(pg/ml) 

DB2114635 Healthy UMEC/VI 125/25 
mcg 

10 429 340 

DB2113361, 
DB2113373 

COPD UMEC/VI 125/25 
mcg, 
VI 25 mcg 

Phase III, 
steady 
state 

614.7 127.9 

HZA102936, 
HZA105548, 
HZA113970, 
HZA111789 
 

Healthy FF/VI 200/25 mcg 
VI 25mcg 

7 213.9 130.5 

HZC111348, 
HCZ110946, 
HZC112206, 
HZC112207 

COPD FF/VI 50/25, 
100/25, 200/25, 
400/25 mcg 
 

Phase III, 
steady 
state 

265.7 43.2 

Source: Table 11, Table 26, Table 78 and Table 79, 2.7.2, clin pharm summary 
 
In order to facilitate the review of your NDA submission, provide the requested information no 
later than 12:00 pm (noon), Tuesday, May 07, 2013. 
 
If you have any questions, please contact Leila P. Hann, Regulatory Project Manager, at 301-
796-3367. 
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Executive CAC 
Date of Meeting: April 9, 2013 
 
Committee: David Jacobson-Kram, Ph.D., OND IO, Chair 

Abby Jacobs, Ph.D., OND IO, Member 
Paul Brown, Ph.D., OND IO, Member 
Karen Davis Bruno, Ph.D., DMEP, Alternate Member 
Tim Robison, Ph.D., DPARP, Team Leader 
Jane J. Sohn, Ph.D., DPARP, Presenting Reviewer 

 
Author of Draft: Jane J. Sohn, Ph.D. 
 
The following information reflects a brief summary of the Committee discussion 
and its recommendations.  
 
 
NDA # 203975 
Drug Name: Umeclidinium-Vilanterol 
Sponsor: GlaxoSmithKline 
 
 
Background: 
The sponsor is developing umeclidinium (GSK573719A), a muscarinic acetylcholine 
receptor (mAChR) antagonist, as part of a combination product with vilanterol, a long 
acting beta-2 agonist (LABA) for the treatment of airflow obstruction in chronic obstructive 
pulmonary disease (COPD).  Results from 2-year carcinogenicity studies in mice and rats 
administered inhaled GSK573719A were submitted by the sponsor.  Carcinogenicity 
studies with vilanterol alone were previously reviewed under NDA 204275, which is for 
vilanterol in combination with fluticasone furoate, a corticosteroid.   
 
Mouse Carcinogenicity Study  
The sponsor conducted a 2-year bioassay in CD-1 mice (75/sex/group) with 
GSK573719A by inhalation (nose only).  Initial doses were based on MTD determined in 
a 13 week toxicology study (ECAC minutes 6/3/09).  Female mice received nominal 
doses of 0 (1% magnesium stearate in lactose), 20, 60, and 200 mcg/kg/day throughout 
the study (60 minute exposures).  Males initially received nominal doses of 0 (1% 
magnesium stearate in lactose), 60, 200, and 600 mcg/kg/day (60 minute exposures).  
Doses were decreased at Week 67 for males only to 0, 30, 100, and 300 mcg/kg/day (30 
minute exposures), based on loss of body weight in dosed males, with concurrence from 
the ECAC (minutes 2/18/11). 
 
There were no treatment-related neoplastic findings based on the lack of statistical 
significance for both trend and pair-wise statistical analysis.  Histiocytic sarcomas (whole 
body) were noted in females dosed with the test article (control 1, LD 1, MD 5, HD 5), 
but the findings were not statistically significant by trend analysis and pair-wise analysis, 
and were within historical control data (1.7 to 11.7%) for females, based on data 
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submitted by the sponsor.  Additional historical control data from Crl: CD1 mice from 
 (updated March 2010) showed that 1.67 to 11.67% of animals 

were diagnosed with histiocytic sarcomas in their facility.   
 
Rat Carcinogenicity Study  
The sponsor conducted a 2-year bioassay in Crl: CD (Sprague Dawley) rats 
(65/sex/group) with GSK573719A by inhalation (nose only).  Initial doses were based on 
the MTD determined from a 13-week inhalation toxicology study (ECAC minutes 
6/3/09).  The recommended doses were 0 (1% magnesium stearate in lactose), 30, 100, 
and 300 mcg/kg/day (60 minute exposures).  Effective from Week 73, doses were 
reduced to target doses of 15, 50, and 150 mcg/kg/day (30 minute exposures) with ECAC 
concurrence (minutes 2/18/11).  Based on data up to Week 70, the sponsor noted 
decreases in body weight gains and proposed lower doses. The nonclinical reviewer 
determined that data up to 70 weeks showed minimal effects on survival and absolute 
body weights, but that reduced doses would provide large multiples over systemic 
exposure achieved with the MRHD. 
 
There were no treatment-related neoplastic findings based on the lack of statistical 
significance.  Neoplastic findings observed with increased incidences in test article-
treated groups were basal cell tumors in females (skin; control/LD/MD 0, HD 3) and 
lymphomas in males (whole body; control 0, LD 1, MD 0, HD 3), but these did not 
achieve statistical significance for trend and pair-wise comparison, and were within 
historical control values.  For basal cell tumors of the skin, the sponsor provided 
historical control data (0.0 to 4.6%) that covered the incidence of 3/65 (4.6%) in the 
reviewed study.  For lymphomas, historical control data (0.91 to 6.00%) for Crl: CD rats 
diagnosed with lymphocytic lymphomas (whole body) from  
covered the incidence of 3/65 (4.6%) in the reviewed study.   
 
Executive CAC Recommendations and Conclusions: 
 
Rat: 
 

• The Committee found that the study was acceptable, noting prior Exec CAC 
concurrence with the protocol. 

 
• The Committee concurred that there were no drug-related neoplasms in either 

male or female rats. 
 

 
Mouse: 
 

• The Committee found that the study was acceptable, noting prior Exec CAC 
concurrence with the protocol. 

 
• The Committee concurred that there were no drug-related neoplasms in either 

male or female mice. 
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David Jacobson-Kram, Ph.D. 
Chair, Executive CAC 
 
 
cc:\ 
/Division File, DPARP 
/Timothy Robison, DPARP 
/Jane J. Sohn, DPARP 
/Leila P. Hann, DPARP 
/ASeifried, OND IO 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

NDA 203975 
 REQUEST FOR METHODS  
 VALIDATION MATERIALS 
GlaxoSmithKline 
Attention: Susan M. Holmes, M.S. 
Director, Global CMC Regulatory Affairs 
Five Moore Drive 
P.O. Box 13398 
Research Triangle Park, NC  27709 
FAX: (919) 483-5381 
 
Dear Susan Holmes: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for ANORO ELLIPTA (umeclidinium bromide and 
vilanterol trifenatate) inhalation powder. 
 
We will be performing methods validation studies on ANORO ELLIPTA (umeclidinium 
bromide and vilanterol trifenatate) inhalation powder, as described in NDA 203975.   
 
In order to perform the necessary testing, we request the following sample materials and 
equipments: 
 

Method, current version 
Determination of Umeclidinium bromide content in Umeclidinium bromide by HPLC 
Determination of drug-related impurities content in Umeclidinium bromide by HPLC 
Determination of Umeclidinium blister content uniformity in Umeclidinium/Vilanterol 

inhalation powder by HPLC 
Umeclidinium drug-related impurities content by blister by HPLC 
 

 
Samples and Reference Standards 

  200 mg umeclidinium bromide drug substance 
  200 mg umeclidinium bromide reference standard  
  100 mg umeclidinium bromide test mix/resolution check reference material  
  20   blisters strips (30-blister strip) 
  20   blisters strips (7-blister strip) 
  

Equipment  

  

Reference ID: 3292103
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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: MVP Sample Custodian 
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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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

NDA 203975 
 

PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Glaxo Group Limited, England  
c/o GlaxoSmithKline 
Five Moore Drive 
Research Triangle Park, NC  27709 
 
ATTENTION:  Mary Sides 
   Director, Global Regulatory Affairs 
 
 
Dear Ms. Sides: 
 
Please refer to your New Drug Application (NDA) dated December 18, 2012, received 
December 18, 2012, submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic 
Act for Umeclindinium and Vilanterol Powder for Oral Inhalation, 62.5 mcg/25 mcg and           
125 mcg/25 mcg. 
 
We also refer to your December 19, 2012, correspondence, received December 19, 2012, 
requesting review of your proposed proprietary name, Anoro Ellipta.  We have completed our 
review of the proposed proprietary name and have concluded that it is acceptable.  
 
The proposed proprietary name, Anoro 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.   
 
If any of the proposed product characteristics as stated in your December 19, 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, 
Leila Hann, at (301) 796-3367.   
 
 

Sincerely, 
 
{See appended electronic signature page}  
       
Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Medication Error Prevention and Risk Management 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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Your NDA 203975 submitted on December 18. 2012 is currently under review. We have the 
following nonclinical comments and/or request(s) for information: 
 

1) Regarding your 104-week carcinogenicity study with inhaled GSK573719A conducted in 
Crl:CD(SD) rats (study BVR1357/R28862), we note that bilateral opacity on the 
posterior position of the lens was increased in a dose-dependent manner in males (control 
2/39, LD 5/46, MD 5/43, HD 8/48).  Severity was not reported for this finding, therefore 
it is unknown if severity increases with dose.  Provide severity data, if it is available. 

 
In addition, provide all available historical control data from Crl:CD(SD) rats of similar 
age in studies of similar duration, from the same testing laboratory, stating the dates the 
study(ies) were initiated, the incidence of the relevant findings in each study, and an 
overall mean incidence and range from all studies.  Separate data based upon the sex of 
the animals in each study.  Published scientific references may also be referenced. A 
toxicological assessment of this finding should also be provided. 

 
In order to facilitate the review of your NDA submission, provide the requested information no 
later than 12:00 pm (noon), Monday, March 26, 2013. 
 
If you have any questions, please contact Leila P. Hann, Regulatory Project Manager, at 301-
796-3367. 
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Liu, Youbang

From: Liu, Youbang
Sent: Wednesday, March 13, 2013 8:54 AM
To: 'Susan Holmes'
Cc: Hann, Leila
Subject: Information Request for NDA 203975

NDA 203975

Glaxo Group Limited d/b/a GlaxoSmithKline.
Attention: Susan Holmes, M.S.
Director, CMC Regulatory Affairs
Five Moore Drive, P.O. Box 13398
Research Triangle Park, NC  27709

Dear Ms. Holmes

We are reviewing the Chemistry, Manufacturing and Controls section of your NDA 203975 dated 
December 18, 2012. We have the following comments and information requests. We request a 
prompt written response in order to continue our evaluation of your NDA: 

 Provide the complete Specifications (Test, Analytical procedure, and Acceptance Criteria) for 
both of the drug substance umeclidinium bromide and vilanterol trifenatate in the NDA.  
Provide complete copies of the analytical procedures and methods validation reports for each 
of the procedures.  State whether these are identical to the information in the DMF 26339 for 
umeclidinium bromide and DMF 25906 for vilanterol trifenatate.

Please acknowledge the receipt of this email and the time line of the amendment submission. 

Kind Regards,

Youbang Liu, Ph.D.
Regulatory Project Manager
Division III, ONDQA/OPS/CDER/FDA
10903 New Hampshire Avenue
Building 21, Room 2649
Silver Spring, MD 20993
Phone: (301) 796-1926
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During our preliminary review of your submitted labeling, we have identified the following 
labeling format issues: 
 

1. Each contraindication should be bulleted when there is more than one contraindication. 
 
2. The following statement must appear at the end of TOC: “*Sections or subsections 

omitted from the Full Prescribing Information are not listed.” 
 
3. In Adverse Reactions, the following verbatim statement should precede the presentation 

of adverse reactions: “Because clinical trials are conducted under widely varying 
conditions, adverse reaction rates observed in the clinical trials of a drug cannot be 
directly compared to rates in the clinical trials of another drug and may not reflect the 
rates observed in clinical practice.” 

 
4. Section 17, “See FDA-approved patient labeling (Medication Guide and Instructions for Use)” 

should not be in italics. 
 

We request that you resubmit labeling that addresses these issues by March 19, 2013.  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. 
 
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), 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. 
 

Reference ID: 3269292



NDA 203975 
Page 4 
 
 
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 Leila P. Hann, Regulatory Project Manager, at (301) 796-3367. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Badrul A. Chowdhury, M.D., Ph.D. 
Director 
Division of Pulmonary, Allergy, and Rheumatology 
Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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Your application is currently under review and we have the following information request: 
 
In assessing the potential impact of missing data on the reliability of results, we do not find the 
sensitivity analyses you provided to be sufficient.  All four multiple imputation approaches (missing at 
random, copy differences from control, last mean carried forward, and last mean -25 mL/year carried 
forward) more or less impute post-dropout data by preserving the mean treatment effect that was 
observed prior to discontinuation.  This may not be appropriate, since any positive effects of the 
bronchodilator on FEV1 prior to dropout likely declined or went completely away once the patient 
stopped taking the therapy.  We request that you provide results based on additional sensitivity model(s) 
that do not preserve the pre-dropout treatment effect after patients stop taking the therapy.  For example, 
one approach of interest would multiply impute missing data in all treatment arms using the missing at 
random model in the control arm.  In other words, the analysis would be based on a multiple imputation 
model that copies actual outcomes from control rather than copying differences in outcomes from 
control.  The control arm should be placebo in studies 361 and 373, and tiotropium in studies 360 and 
374.  
 
If you have any questions, please contact Leila P. Hann, Regulatory Program Manager, at 301-796-3367. 
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NDA 203975  

NDA ACKNOWLEDGMENT 
 
GlaxoSmithKline 
Five Moore Drive 
Research Triangle Park, NC 27709 
 
Attention:  Mary V. Sides 

Director, Global Regulatory Affairs 
 
Dear Ms. Sides: 
 
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: Anoro-Ellipta (umeclidinium bromide-vilanterol)  

Inhalation powder, 62.5/25 µg and 125/25 µg 
 
Date of Application: December 18, 2012   
 
Date of Receipt: December 18, 2012 
 
Our Reference Number:  NDA 203975 
 
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 February 15, 2013, 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 me at (301) 796-3367. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Leila P. Hann 
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 203975 
LATE-CYCLE MEETING MINUTES 

GlaxoSmithKline 
Five Moore Drive 
Research Triangle Park, NC 27709 
 
Attention:  Vicki Gunto, Ph.D., R.A.C. 

Global Regulatory Affairs 
 
Dear Dr. Gunto: 
 
Please refer to your New Drug Application (NDA) dated December 18, 2012, submitted under 
section 505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA) for Anoro Ellipta, 
(umeclidinium bromide/vilanterol trifenatate) inhalation powder 62.5mcg/25mcg. 
 
We also refer to the Late-Cycle Meeting (LCM) between representatives of your firm and the 
FDA on August 22, 2013.      
 
A copy of the official minutes of the LCM is enclosed for your information.  Please notify us of 
any significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, call Leila P. Hann, Regulatory Project Manager at (301) 796-3367. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Susan Limb, M.D. 
Clinical Team Leader 
Division of Pulmonary, Allergy, and Rheumatology 
Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

Enclosure: 
  Late Cycle Meeting Minutes 
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FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 
 

MEMORANDUM OF LATE-CYCLE MEETING MINUTES 
 

Meeting Date and Time: August 22, 2013 at 2:00 PM – 3:30 PM 
Meeting Location: FDA, White Oak Building 22, Room 1313 
 
Application Number: NDA 203975 
Product Name: umeclidinium bromide/vilanterol trifenatate 
Applicant Name: Glaxo Group, (d/b/a GSK) 
 
Meeting Chair: Susan Limb, M.D. 
Meeting Recorder: Leila P. Hann 
 
FDA ATTENDEES 
Curtis Rosebraugh, M.D., Director, Office of Drug Evaluation II (ODEII) 
Mary Parks, M.D., Deputy Director, ODEII 
Badrul A. Chowhdury, M.D., Ph.D., Director, Division of Pulmonary, Allergy, and 
Rheumatology Products (DPARP) 
Lydia I. Gilbert-McClain, M.D., Deputy Director, DPARP 
Sally Seymour, M.D., Deputy Director for Safety, DPARP 
Susan Limb, M.D., Clinical Team Leader, DPARP 
Jennifer R. Pippins, M.D., M.P.H., Clinical Reviewer, DPARP 
Anthony Durmowicz, M.D., Clinical Team Leader, DPARP 
Marcie Wood, Ph.D., Non-Clinical Supervisor, DPARP 
Craig Bertha, Ph.D., Acting Chemistry, Manufacturing, and Controls Lead, Division of New 
Drug Quality Drug Assessment II 
Satjit Brar, Ph.D., Team Leader, Division of Clinical Pharmacology II (DCPII) 
Ping Ji, Ph.D., Clinical Pharmacology Reviewer, DCPII 
Jianmeng Chen, Ph.D., Clinical Pharmacology Reviewer, DCPII 
Gregory Levin, Ph.D., Biometrics Reviewer, Division of Biostatistics II 
Nichelle Rashid, Senior Regulatory Health Project Manager, Office of Surveillance and 
Epidemiology (OSE) 
Lissa C. Owens, Pharm.D., Safety Evaluator, Office of Medication Error Prevention and Risk 
Management, Division of Medication Error Prevention and Analysis, OSE 
Jessica Voqui, Regulatory Review Officer, Study Endpoints and Labeling Development 
Eileen Wu, Pharm.D., Safety Evaluator Team Leader, Division of Pharmacovigilance I (DPVI), 
OSE 
Jasmine Gatti, M.D., Safety Reviewer, DPVI, OSE 
Leila P. Hann, Regulatory Health Project Manager, DPARP 
 
EASTERN RESEARCH GROUP ATTENDEES 

, Independent Assessor 
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APPLICANT ATTENDEES 
Christine Elaine Jones, Vice President, Medicine Development Leader 
Alison Church, Director, Clinical Development 
Patrick Wire, Senior Director, Global Regulatory Affairs 
Jean Brooks, Director, Clinical Statistics 
Vicki Gunto, Ph.D., Director, Global Regulatory Affairs 
Mauri Fitzgerald, Vice President, Global Regulatory Affairs 
John Finkle, Vice President, Global Clinical Safety and Pharmacovigilence 
 
1.0 BACKGROUND 
 
NDA 203975 was submitted on December 18, 2012 for Anoro Ellipta (umeclidinium 
bromide/vilanterol trifenatate). 
 
Proposed indication(s): maintenance treatment of airflow obstruction in patients with COPD, 
including chronic bronchitis and emphysema 
 
PDUFA goal date: December 18, 2013 
 
FDA issued a Background Package in preparation for this meeting on August 13, 2013.  
 
2.0 DISCUSSION 
 

1. Introductory Comments – 5 minutes (RPM/CDTL) 
 

Welcome, Introductions, Ground rules, Objectives of the meeting 
 

2. Discussion of Substantive Review Issues – 15 minutes 
 
Each issue will be introduced by FDA and followed by a discussion. 
 
 Cardiovascular safety 
 
Discussion: The Agency noted small imbalances in cardiovascular events favoring placebo.     
The applicant acknowledged that there are potential cardiovascular safety signals and 
inquired which data are the most concerning to the Agency.  The Agency responded that the 
totality of the data is being reviewed, with a focus on the results for MACE, and particularly 
non-fatal MI, as  well as cardiovascular adverse events of special interest (AESI).  The key 
question is whether or not the data are sufficient to support safety and are adequate to allow 
for appropriate labeling, or, alternatively, if additional data are needed either pre-marketing 
or postmarketing. 
 
 Umeclidinium dose selection 
 
Discussion:  The Agency will discuss umeclidinium dose selection during the AC, which 
may inform the committee’s discussion of safety.  The applicant inquired if the Spiriva 
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Respimat data that is expected to be presented at an upcoming European Respiratory Society 
conference will be part of the Agency’s presentation.  The Agency responded that it will only 
briefly refer to the recently completed trial..   

 
3. Information Requests – 5 minutes 
 

 Clinical information request dated August 7, 2013 
 
Discussion:  On August 16, 2013, the applicant responded to the above mentioned 
information request (IR).  The applicant noted that in the IR, the Agency expressed concern 
regarding withdrawals due to ECG and Holter abnormalities and asked if the Agency needed 
any additional data regarding this concern.  The Agency responded that it has no current 
plans for additional information requests. 

 
4. Discussion of Upcoming Advisory Committee Meeting – 15 minutes 
 

Discussion:  Vilanterol data will be presented at a very high level.  While vilanterol dose 
selection was discussed at the PADAC meeting for Breo Ellipta, there are members of the 
committee who may have not attended that meeting.  The applicant asked what type of SAE 
data will be presented – i.e., adjudicated or unadjudicated.  The Agency plans to present the 
unadjudicated events; in general, the results of the adjudicated and unadjudicated analyses 
are consistent with each other.  The results of both the broad and narrow MACE analyses 
will be discussed.  The applicant proposed exchanging the slides in advance of the meeting.  
The Agency responded that they would not be able to commit to providing the Applicant 
with slides ahead of the usual due date.  
  

5. Postmarketing Requirements/Postmarketing Commitments – 5 minutes 
 

 Pending discussion at Advisory Committee meeting 
 
Discussion:  The Agency noted that the best approach for discussion at the AC may be the 
one that preserves the most flexibility.  The Agency inquired if the applicant is planning on 
performing additional efficacy studies, as this would enlarge the safety database.  The 
applicant responded that a lung function study is currently ongoing.  The applicant noted that 
they intend to present efficacy data pertaining to the SGRQ, rescue medication use, and 
exacerbations. 
 

6. REMS or Other Risk Management Actions  
 

 None anticipated 
  
7.  Clinical 

a. Cardiovascular safety: Review of the data indicates some imbalances between the 
active treatment arms and placebo.  Namely, there is an imbalance in cardiac 
ischemia AESIs in the Primary Efficacy trials, and in the long-term safety trial, there 
is an imbalance in early discontinuations secondary to ECG or Holter abnormalities.  

Page 2 
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Whether these imbalances represent a cardiac safety signal and whether additional 
safety data are needed to characterize the potential risk are topics for discussion. 

 
i. Clinical information request sent August 7, 2013 

 
Discussion:  Discussion can be found under #2 – Cardiovascular safety.  
 
Statistics 

 Umeclidinium dose selection: In light of a potential safety signal as described above, 
the issue of appropriate dose selection for umeclidinium is brought to the forefront.  
The dose-ranging data suggest that doses lower than 62.5 mcg may be efficacious. 

 
Discussion:  Discussion can be found under #2 – Umeclidinium dose selection. 
 

8. Additional Applicant Data – (Applicant)  
 

 Complete study report for protocol DB2116133 
 
Discussion:  The applicant clarified that they are not planning to present this study at the AC 
but will answer questions if they are raised.  The Agency requested that any comments made 
by the Applicant pertaining to this trial at the AC be prefaced by a statement indicating that 
the FDA has not had a chance to verify these data. 
 

9. Major labeling issues – 15 minutes  
 

 Umeclidinium dose ranging information for Day 1 and Day 7 
 
Discussion:  Regarding the umeclidinium dose ranging data for Day 1 and  Day 7, figures 
may be needed in the label. 
 
 Inclusion of active comparator trials 
 
Discussion:  While the active comparator trials may provide information pertinent to the 
practice of medicine, data from these trials are not appropriate for the product label.  The 
Agency also questioned whether an efficacy comparison of a LAMA/LABA product to a 
LAMA monotherapy was fair.  The applicant noted that physicians may be able to 
benchmark to tiotropium.  The applicant inquired if these concerns would also be an issue for 
the umeclidinium monotherapy label.  The Agency stated that it was not able to comment on 
that label at this time. 
 
 Description of cardiac safety data 
 
Discussion:  The Agency noted that the proposed label does not discuss cardiovascular 
safety. 
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 Inclusion of SGRQ and rescue medication data 
 
Discussion:  The benefit on SGRQ or rescue medication has not been replicated for the 
62.5/25 mcg dose.  The applicant suggested that the results for the 125/25 mcg dose provide 
replication.  The Agency clarified that the principle would have worked in the opposite 
direction but is not applicable here; i.e., data for the lower dose may be used to support the 
higher dose, but not the other way around.  The Agency stated that an additional well-
controlled, adequately designed trial replicating a clinically meaningful benefit for SGRQ 
may be sufficient   
 

10. Discussion of Minor Review Issues – 10 minutes 
 

 SGRQ: Efficacy based on SGRQ has not been replicated for the proposed dose of 
umeclidinium/vilanterol 62.5 mcg/25 mcg. 

 
Discussion:  Discussion can be found under #9 – Inclusion of SGRQ and rescue medication 
data. 
 
 SOBDA: The content validity of the SOBDA instrument and the ability of patients to 

discriminate among the response options have been raised as review issues.  
 

 Rescue medication: A benefit for rescue medication usage has not been replicated for the 
proposed dose of umeclidinium/vilanterol 62.5 mcg/25 mcg. 

 
Discussion:  Discussion can be found under #9 – Inclusion of SGRQ and rescue medication 
data. 
 

11. Review Plans – 5 minutes  
 

a. Review of responses to outstanding information requests 
 
b. Obtain feedback from Advisory Committee panel 

 
c. Completion of consults and tertiary reviews 

 
d. Completion of inspections 

 
e. Labeling discussions (as needed) 

 
12. Wrap-up and Action Items – 5 minutes 
 
This application has not yet been fully reviewed by the signatory authority, division director, and 
Cross-Discipline Team Leader (CDTL) and therefore, this meeting did not address the final 
regulatory decision for the application.   
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NDA 203975 

LATE CYCLE MEETING  
BACKGROUND PACKAGE 

 
GlaxoSmithKline 
Five Moore Drive 
Research Triangle Park, NC 27709 
 
Attention:  Vicki Gunto, Ph.D., R.A.C. 

Global Regulatory Affairs 
 
Dear Dr. Gunto: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Anoro Ellipta, (umeclidinium bromide/vilanterol trifenatate) 
inhalation powder 62.5mcg/25mcg. 
 
We also refer to the Late-Cycle Meeting (LCM) scheduled for August 22, 2013.  Attached 
is our background package, including our agenda, for this meeting. 
 
If you have any questions, call Leila P. Hann, Regulatory Project Manager, at (301) 796-3367. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Badrul A. Chowdhury, M.D., Ph.D. 
Director 
Division of Pulmonary, Allergy, and Rheumatology 
Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

 
 
ENCLOSURE: 
   Late-Cycle Meeting Background Package
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LATE-CYCLE MEETING BACKGROUND PACKAGE 

 
 
Meeting Date and Time: August 22, 2013 at 2:00 PM – 3:30 PM 
Meeting Location: FDA, White Oak Building 22, Room 1313 
 
Application Number: NDA 203975 
Product Name: umeclidinium bromide/vilanterol trifenatate 
Indication: maintenance treatment of patients with Chronic Obstructive 

Pulmonary Disease including chronic bronchitis and emphysema 
Sponsor/Applicant Name: Glaxo Group, (d/b/a GSK) 
 
 
INTRODUCTION 
 
The purpose of a Late-Cycle Meeting (LCM) is to share information and to discuss any 
substantive review issues that we have identified to date, Advisory Committee (AC) meeting 
plans (if scheduled), and our objectives for the remainder of the review. The application has not 
yet been fully reviewed by the signatory authority, division director, and Cross-Discipline Team 
Leader (CDTL) and therefore, the meeting will not address the final regulatory decision for the 
application.  We are sharing this material to promote a collaborative and successful discussion at 
the meeting.   

During the meeting, we may discuss additional information that may be needed to address the 
identified issues and whether it would be expected to trigger an extension of the PDUFA goal 
date if the review team should decide, upon receipt of the information, to review it during the 
current review cycle.  If you submit any new information in response to the issues identified in 
this background package prior to this LCM or the AC meeting, if an AC is planned, we may not 
be prepared to discuss that new information at this meeting.   

 
BRIEF MEMORANDUM OF SUBSTANTIVE REVIEW ISSUES IDENTIFIED TO 
DATE 
 
1. Discipline Review Letters 
 
No Discipline Review letters have been issued to date.  
 
2. Substantive Review Issues 
 
The following substantive review issues have been identified to date: 
 
Clinical/Statistics 
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 Cardiovascular safety: Review of the data indicates some imbalances between the active 
treatment arms and placebo.  Namely, there is an imbalance in cardiac ischemia AESIs in 
the Primary Efficacy trials, and in the long-term safety trial, there is an imbalance in early 
discontinuations secondary to ECG or Holter abnormalities.  Whether these imbalances 
represent a cardiac safety signal and whether additional safety data are needed to 
characterize the potential risk are topics for discussion. 

 Umeclidinium dose selection: In light of a potential safety signal as described above, the 
issue of appropriate dose selection for umeclidinium is brought to the forefront.  The 
dose-ranging data suggest that doses lower than 62.5 mcg may be efficacious.  

 
ADVISORY COMMITTEE MEETING 
 
Date of AC meeting: September 10, 2013 

 
Date AC briefing package sent under separate cover by the Division of Advisory 
Committee and Consultant Management: August 20, 2013 

 
Potential questions and discussion topics for AC Meeting are as follows: 
 
The main issues for discussion are cardiovascular safety and umeclidinium dose selection.  We 
anticipate that AC members will be requested to discuss and vote on the following: 1) the 
strength of the efficacy data , with 
consideration of the umeclidinium dose range explored and the factorial contribution of the 
individual components to the combination; 2) the adequacy and strength of the safety data, with 
particular consideration of the cardiovascular safety data and the appropriateness of dose 
selection; and 3) the overall risk-benefit of umeclidinium/vilanterol 62.5 mcg/25 mcg for the 
proposed indication. 
 
We look forward to discussing our plans for the presentations of the data and issues for the 
upcoming AC meeting.  Final questions for the Advisory Committee are expected to be posted 
two days prior to the meeting at this location: 
http://www.fda.gov/AdvisoryCommittees/Calendar/default.htm    
 
REMS OR OTHER RISK MANAGEMENT ACTIONS 
 
No issues related to risk management have been identified to date.  
 
LCM AGENDA 
 

1. Introductory Comments –  5 minutes (RPM/CDTL) 

Welcome, Introductions, Ground rules, Objectives of the meeting 

 

2. Discussion of Substantive Review Issues – 15 minutes  
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Each issue will be introduced by FDA and followed by a discussion. 

 Cardiovascular safety 

 Umeclidinium dose selection 

 

3. Information Requests – 5 minutes 

 Clinical information request dated August 7, 2013 

 

4. Discussion of Upcoming Advisory Committee Meeting – 15 minutes 

 

5. Postmarketing Requirements/Postmarketing Commitments – 5 minutes 

 Pending discussion at Advisory Committee meeting 

 

6. REMS or Other Risk Management Actions  

 None anticipated 

  

7.  Clinical 

 Cardiovascular safety: Review of the data indicates some imbalances between the 
active treatment arms and placebo.  Namely, there is an imbalance in cardiac 
ischemia AESIs in the Primary Efficacy trials, and in the long-term safety trial, there 
is an imbalance in early discontinuations secondary to ECG or Holter abnormalities.  
Whether these imbalances represent a cardiac safety signal and whether additional 
safety data are needed to characterize the potential risk are topics for discussion. 

 
i. Clinical information request sent August 7, 2013 

 

Statistics 

 Umeclidinium dose selection: In light of a potential safety signal as described above, 
the issue of appropriate dose selection for umeclidinium is brought to the forefront.  
The dose-ranging data suggest that doses lower than 62.5 mcg may be efficacious. 

 

8. Additional Applicant Data – (Applicant)  

 Complete study report for protocol DB2116133 

 

9. Major labeling issues – 15 minutes  
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 Umeclidinium dose ranging information for Day 1 and Day 7 

 Inclusion of active comparator trials 

 Description of cardiac safety data 

 Inclusion of SGRQ and rescue medication data 

 

10. Discussion of Minor Review Issues – 10 minutes 

 SGRQ: Efficacy based on SGRQ has not been replicated for the proposed dose of 
umeclidinium/vilanterol 62.5 mcg/25 mcg. 

 SOBDA: The content validity of the SOBDA instrument and the ability of patients to 
discriminate among the response options have been raised as review issues.  

 Rescue medication: A benefit for rescue medication usage has not been replicated for the 
proposed dose of umeclidinium/vilanterol 62.5 mcg/25 mcg. 

 

11. Review Plans – 5 minutes  

 Review of responses to outstanding information requests 

 Obtain feedback from Advisory Committee panel 

 Completion of consults and tertiary reviews 

 Completion of inspections 

 Labeling discussions (as needed) 

 

12. Wrap-up and Action Items – 5 minutes 

 

Reference ID: 3356877



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

LYDIA I GILBERT MCCLAIN
08/13/2013
Acting Division Director

Reference ID: 3356877




