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EXCLUSIVITY SUMMARY

NDA # 205382  SUPPL # HFD # 570

Trade Name  Incruse Ellipta

Generic Name  umeclidinium bromide

Applicant Name  umeclidinium bromide    

Approval Date, If Known  April 30, 2014

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1.  An exclusivity determination will be made for all original applications, and all efficacy
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission.

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement?
                                    YES NO 

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8

505(b)(1)

c)  Did it require the review of clinical data other than to support a safety claim or change in 
labeling related to safety?  (If it required review only of bioavailability or bioequivalence 
data, answer "no.")

  YES NO 

If your answer is "no" because you believe the study is a bioavailability study and, therefore, 
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your 
reasons for disagreeing with any arguments made by the applicant that the study was not 
simply a bioavailability study.   

If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:             
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d)  Did the applicant request exclusivity?
YES NO 

If the answer to (d) is "yes," how many years of exclusivity did the applicant request?

3 years

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

      If the answer to the above question in YES, is this approval a result of the studies submitted in 
response to the Pediatric Written Request?
   
     

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO 
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.  

2.  Is this drug product or indication a DESI upgrade?
YES NO 

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS 
ON PAGE 8 (even if a study was required for the upgrade).  

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2 as appropriate)

1.  Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the same 
active moiety as the drug under consideration?  Answer "yes" if the active moiety (including other 
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this 
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen or 
coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) has 
not been approved.  Answer "no" if the compound requires metabolic conversion (other than 
deesterification of an esterified form of the drug) to produce an already approved active moiety.

                  YES NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).
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NDA# 203975 umeclidinium /vilanterol

NDA#

NDA#

2.  Combination product.  

If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously 
approved an application under section 505 containing any one of the active moieties in the drug 
product?  If, for example, the combination contains one never-before-approved active moiety and 
one previously approved active moiety, answer "yes."  (An active moiety that is marketed under an 
OTC monograph, but that was never approved under an NDA, is considered not previously 
approved.)  

YES NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).  

NDA#

NDA#

NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE 
SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary should 
only be answered “NO” for original approvals of new molecular entities.) 
IF “YES,” GO TO PART III.

PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new 
clinical investigations (other than bioavailability studies) essential to the approval of the application 
and conducted or sponsored by the applicant."  This section should be completed only if the answer 
to PART II, Question 1 or 2 was "yes."  

1.  Does the application contain reports of clinical investigations?  (The Agency interprets "clinical 
investigations" to mean investigations conducted on humans other than bioavailability studies.)  If 
the application contains clinical investigations only by virtue of a right of reference to clinical 
investigations in another application, answer "yes," then skip to question 3(a).  If the answer to 3(a) 
is "yes" for any investigation referred to in another application, do not complete remainder of 
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summary for that investigation. 
YES NO 

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8. 

2.  A clinical investigation is "essential to the approval" if the Agency could not have approved the 
application or supplement without relying on that investigation.  Thus, the investigation is not 
essential to the approval if 1) no clinical investigation is necessary to support the supplement or 
application in light of previously approved applications (i.e., information other than clinical trials, 
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or 
505(b)(2) application because of what is already known about a previously approved product), or 2) 
there are published reports of studies (other than those conducted or sponsored by the applicant) or 
other publicly available data that independently would have been sufficient to support approval of 
the application, without reference to the clinical investigation submitted in the application.

(a) In light of previously approved applications, is a clinical investigation (either conducted 
by the applicant or available from some other source, including the published literature) 
necessary to support approval of the application or supplement?

YES NO 

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval 
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

                                                 
(b) Did the applicant submit a list of published studies relevant to the safety and effectiveness 
of this drug product and a statement that the publicly available data would not independently 
support approval of the application?

YES NO 

(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree 
with the applicant's conclusion?  If not applicable, answer NO.

YES NO 

     If yes, explain:                                     

                                                        

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or 
sponsored by the applicant or other publicly available data that  could independently 
demonstrate the safety and effectiveness of this drug product? 

YES NO 
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     If yes, explain:                                         

                                                        

(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical investigations 
submitted in the application that are essential to the approval:

AC4115408, DB2113373, DB2113359

                    
Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.  

3.  In addition to being essential, investigations must be "new" to support exclusivity.  The agency 
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the 
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does 
not duplicate the results of another investigation that was relied on by the agency to demonstrate the 
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the 
agency considers to have been demonstrated in an already approved application.  

a) For each investigation identified as "essential to the approval," has the investigation been 
relied on by the agency to demonstrate the effectiveness of a previously approved drug 
product?  (If the investigation was relied on only to support the safety of a previously 
approved drug, answer "no.")

Investigation #1    YES NO 

Investigation #2    YES NO 

If you have answered "yes" for one or more investigations, identify each such investigation 
and the NDA in which each was relied upon:

Although the studies were previously submitted for NDA 203975 
(umeclidinium/vilanterol), there are portions of the essential studies (mainly in support of

 for UMEC) that had not been previously reviewed.

b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support the 
effectiveness of a previously approved drug product?

Investigation #1 YES NO 

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

Although the studies were previously submitted for NDA 203975
(umeclidinium/vilanterol), there are portions of the essential studies (mainly in support of the 

 for UMEC) that had not been previous reviewed. 

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"):

AC4115408, DB2113373

4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
been conducted or sponsored by the applicant.  An investigation was "conducted or sponsored by" 
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of 
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor 
in interest) provided substantial support for the study.  Ordinarily, substantial support will mean 
providing 50 percent or more of the cost of the study.

a) For each investigation identified in response to question 3(c): if the investigation was 
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor?

Investigation #1 !
!

IND # YES  !  NO   
!  Explain: 

                          
             

Investigation #2 !
!

IND # YES !  NO   
!  Explain: 

                               
   

                                                            
(b) For each investigation not carried out under an IND or for which the applicant was not 
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in 
interest provided substantial support for the study?
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Investigation #1 !
!

YES !  NO   
Explain: !  Explain: 

   

Investigation #2 !
!

YES   !  NO   
Explain: !  Explain:

   

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that 
the applicant should not be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for exclusivity.  However, if all rights to the 
drug are purchased (not just studies on the drug), the applicant may be considered to have 
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.)

YES NO 

If yes, explain:  

=================================================================
                                                      
Name of person completing form:  Angela Ramsey                   
Title:  Senior Program Management Officer
Date:  April x, 2014

                                                      
Name of Office/Division Director signing form:  Badrul A. Chowdhury, M.D., Ph.D.
Title:  Director

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12
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04/30/2014
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Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Evaluation II

FACSIMILE TRANSMITTAL SHEET

Date: March  19, 2014

To: Vicki Gunto
Director, Global Regulatory Affairs

From: Angela Ramsey
Senior Program Management Officer

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

Fax number: 919-315-8319 Fax number: 301-796-9728

Phone number: 919-483-5894 Phone number: 301-796-2284

Subject: NDA 205382 (umeclidinium) labeling fax #4

Total no. of pages including cover:

Comments:  

Document to be mailed: YES XNO

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

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or 
other action based on the content of this communication is not authorized.  If you have 
received this document in error, please notify us immediately by telephone at 
(301) 827-1050.  Thank you.
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NDA 205382

We continue our review of the labeling in your submission dated, April 30, 2013 to NDA 

205382 and we have the following requests:

Highlights:

1. Remove "inhaler" after first instance of drug name.  Only the drug name should 

be included in the HL Limitation Statement as follows: “These highlights do not 

include all the information needed to use the INCRUSE ELLIPTA inhaler safely 

and effectively. See full prescribing information for INCRUSE ELLIPTA.”

2. Insert 4-digit year that the active moiety (umeclidinium) was originally approved 

(i.e., 2013).  

Submit your responses to me via email at angela.ramsey@fda.hhs.gov by Monday, 
March 24, 2014. Your responses will subsequently need to be submitted officially to the 
NDA. 

These labeling changes are not necessarily the Agency’s final recommendations and 
additional labeling changes may be forthcoming as we continue to review the application.
If you have any questions, please contact Angela Ramsey, Senior Program Management 
Officer, at 301-796-2284.
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Initialed by: Barnes/March 19, 2014; Limb/March 19, 2014
Finalized: Ramsey/ March 19, 2014
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Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Evaluation II

FACSIMILE TRANSMITTAL SHEET

Date: March  3, 2014

To: Vicki Gunto
Director, Global Regulatory Affairs

From: Angela Ramsey
Senior Program Management Officer

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

Fax number: 919-315-8319 Fax number: 301-796-9728

Phone number: 919-483-5894 Phone number: 301-796-2284

Subject: NDA 205382 (umeclidinium) labeling fax #3

Total no. of pages including cover:

Comments:  

Document to be mailed: YES XNO

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

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or 
other action based on the content of this communication is not authorized.  If you have 
received this document in error, please notify us immediately by telephone at 
(301) 827-1050.  Thank you.
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We continue our review of the labeling in your submission dated, February 11, 2014 to

NDA 205382 and we have the following request:

Revise Table 1 and the accompanying text in Section 6 to reflect the results of 

Trials 1 and 2 (DB2113373 and AC4115408), the same trials described in Section 

14.

Submit your responses to me via email at angela.ramsey@fda.hhs.gov by Friday, March
7, 2014. Your responses will subsequently need to be submitted officially to the NDA. If 
you have any questions, please contact Angela Ramsey, Senior Program Management 
Officer, at 301-796-2284.
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Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
Date: January  29, 2014   

To:  Vicki Gunto 
Director, Global Regulatory Affairs 

  From: Angela Ramsey 
Senior Program Management Officer 

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

Fax number: 919-315-8319    Fax number: 301-796-9728 

Phone number: 919-483-5894   Phone number: 301-796-2284 

Subject: NDA 205382 (umeclidinium) labeling fax #2 

Total no. of pages including cover:  

Comments:   

 
 

Document to be mailed:   YES  XNO 

 

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

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or 
other action based on the content of this communication is not authorized.  If you have 
received this document in error, please notify us immediately by telephone at  
(301) 827-1050.  Thank you. 
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NDA 205382 
 
Your NDA 205382 submitted on April 30, 2013 is currently under review. 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. Submit 
revised labeling incorporating the changes shown in the attached marked up labeling. We 
also have the following requests regarding labeling: 
 

1. Provide a reference to allow us to confirm the numbers in Table 1.  
  

2. We request clarification on your calculations of SGRQ response probabilities.  
Both the statistical analysis plan and the Study Report (Table 51) for Study 
DB2113373 indicate that patients with a missing SGRQ change score and no 
subsequent non-missing scores are characterized as non-responders.  This is a 
reasonable approach, but it does not appear to have been followed in your 
analyses. Because the Day 168 visit was the final visit at which SGRQ was 
assessed, patients with missing SGRQ change scores at Day 168 could not have 
had subsequent non-missing SGRQ scores.  Therefore, all patients with missing 
SGRQ scores at Day 168, by your stated definition, would be characterized as 
non-responders.  However, your Day 168 calculations in the proposed labeling 
and in Table 51 of the Study Report are not based on all randomized patients.  For 
example, the SGRQ response probability of 44% on UMEC 62.5 is based on a 
sample size (denominator) of 388 patients.  If all patients with missing SGRQ 
scores at Day 168 were characterized as non-responders, then all of the 418 
randomized patients (except perhaps a few patients with missing baseline data) 
would be included in the denominator for analyses, and the response rate would 
instead be around 41%.  Please clarify, or correct your computations to match 
your analysis plan. 
 

3. The following comments pertain to container labels and carton labeling: 
a. All Container Labels 

i. Revise the labels so that the strength is included with the 
proprietary name and established name on all panels, i.e.,  
Incruse Ellipta 
(Umeclidinium Inhalation Powder) 
62.5 mcg 

ii. Unbold the statement ‘Rx Only’ and decrease the prominence of 
the NDC, since as currently presented this statement competes for 
prominence with the proprietary name 
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iii. Decrease the prominence of the company name and logo above the 
proprietary name 

iv. As currently presented, it is difficult to read the information 
presented in the  font against the light green background on 
the container label.  Revise the white font color to another color 
(e.g., black) to provide better contrast against the green 
background and improve the readability of the labels 

b. All Carton Labeling 
i. Revise the labels so that the strength is included with the 

proprietary name and established name on all panels, i.e.,  
Incruse Ellipta 
(Umeclidinium Inhalation Powder) 
62.5 mcg 

 
Submit your responses to me via email at angela.ramsey@fda.hhs.gov by Tuesday, 
February 5, 2014. Your responses will subsequently need to be submitted officially to the 
NDA. If you have any questions, please contact Angela Ramsey, Senior Program 
Management Officer, at 301-796-2284. 
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Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: January 8, 2014 
 

  

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 205382 (umeclidinium) Labeling Information Request 

Total no. of pages including 
cover:   41  

Comments: 
 

Document to be mailed:  YES  xNO 

 

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

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

Reference ID: 3432971



 

Your NDA 205382 submitted on April 30, 2013 is currently under review.  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.  Submit revised labeling 
incorporating the changes shown in the attached marked up labeling. We also have the following 
comments regarding labeling: 
 

1. Update the label with the new tradename. 
 
2. In Section 6.1 provide a rationale for your selection of terms for events with an incidence 

of < 1% (lines 99-101). 
 
3. Provide a reference to allow us to confirm the numbers of geriatric patients listed in 

Section 8.5.  The references included in the original annotated label were reviewed, but 
the source numbers were not readily apparent. 

 
4. In Section 12.3, Absorption subsection, confirm the numbers where indicated.  They do 

not appear to be consistent with the Anoro Ellipta label. 
 
5. Revise Section 14 to include a description of UMEC dose-ranging trials, consistent with 

the presentation of umeclidinium dose ranging information in the Anoro Ellipta label. 
 
6. In the introductory paragraph of 14.2 include a summary of the demographic and baseline 

disease characteristics of the population where indicated. 
 
7. Revise Figure 2 (formerly Figure 3) to include results from both Day 1 and 168. 

 
In order to facilitate the review of your NDA submission, provide the requested information no 
later than noon, January 13, 2014.  If you have any questions, please contact Angela Ramsey, 
Senior  Program Management, at 301-796-2284. 
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Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Evaluation II

FACSIMILE TRANSMITTAL SHEET

Date: November  26, 2013

To: Vicki Gunto
Director, Global Regulatory Affairs

From: Angela Ramsey
Senior Program Management Officer

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

Fax number: 919-315-8319 Fax number: 301-796-9728

Phone number: 919-483-5894 Phone number: 301-796-2284

Subject: NDA 205382 (umeclidinium) submission dated, April 30, 2013

Total no. of pages including cover: 3

Comments:  

Document to be mailed: YES XNO

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

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or 
other action based on the content of this communication is not authorized.  If you have 
received this document in error, please notify us immediately by telephone at 
(301) 827-1050.  Thank you.
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Submit your responses to me via email at angela.ramsey@fda.hhs.gov by Friday, 
December 6, 2013. Your responses will subsequently need to be submitted officially to 
the NDA. If you have any questions, please contact Angela Ramsey, Senior Program
Management Officer, at 301-796-2284.
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Drafted by: Ramsey/November 26, 2013
Initialed by: Barnes/November 26, 2013; Pippins/November 26, 2013; Limb/November 

26, 2013
Finalized: Ramsey/ November 26, 2013
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NDA 205382
Page 2

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

Sincerely,

{See appended electronic signature page}

Prasad Peri, Ph.D.
Branch Chief, Branch VIII
Division of New Drug Quality Assessment III
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 205382
PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE

Glaxo Group Limited, England d/b/a GlaxoSmithKline
c/o GlaxoSmithKine
Five Moore Drive
Research Triangle Park, NC  27709

Attention:  Vicki Gunto, Ph.D.
Director, Global Regulatory Affairs

Dear Dr. Gunto:

Please refer to your New Drug Application (NDA) dated April 29, 2013, received April 30, 
2013, submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act for 
Umeclidinium Powder for Oral Inhalation, 62.5 mcg.

We also refer to your September 6, 2013, correspondence, received September 6, 2013,
requesting review of your proposed proprietary name, Incruse Ellipta. We have completed our 
review of the proposed proprietary name, Incruse Ellipta, and have concluded that it is 
acceptable. 

If any of the proposed product characteristics as stated in your September 6, 2013 submission are
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review. 

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Nichelle Rashid, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-3904. For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager, 
Angela Ramsey, at (301) 796-2284.  

Sincerely,

{See appended electronic signature page}

Kellie A. Taylor, Pharm.D., MPH
Deputy Director
Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
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Version: 06/27/2013

MEMORANDUM OF TELECONFERENCE

Teleconference Date: October 8, 2013

Application Number: NDA 205382
Product Name: umeclidinium bromide  (umec)
Sponsor/Applicant Name: GlaxoSmithKline (GSK)

Subject: Mid-Cycle Communication of  the review of umeclidinium bromide

FDA Participants : Susan Limb, MD, Clinical Team Leader
          Jennifer Pippins, MD, Clinical Reviewer
          Joan Buenconsejo, Ph.D., Statistical Team Leader
          Gregory Levin, Ph.D., Statistical Reviewer
         Carol Hill, Regulatory Project Manager

Sponsor Participants: Elaine Jones, Vice President, Medicine Development Leader
  Alison Church, Director, Clinical Development
  Vicki Gunto, Director, Global Regulatory Affairs

BACKGROUND:
The purpose of the teleconference dated October 8, 2013, was to provide an update on the status 
of the review and highlight review issues for umeclidinium bromide in the treatment of COPD.

DISCUSSION: The Division stated that the review remains ongoing and is in keeping with the 
projected timeline. To date, the main safety issue identified is the cardiovascular risk profile, and 
the main efficacy issue is the level of evidence to support  

GSK asked if the action date for this application would be moved to coincide with that for NDA 
203975 (umeclidinium and vilanterol inhalation powder) since the applications are closely 
linked. The Division stated no; the goal date for umeclidinium will remain April 30, 2014.

GSK also asked for preliminary feedback on the observational study submitted to NDA 203975 
on October 4, 2013, and noted that GSK is considering a similar proposal for the umeclidinium 
monotherapy application.  The Division commented that the proposed observational study will 
be discussed at the wrap-up meeting for NDA 203975, and feedback will be provided to GSK on 
this matter.
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PeRC PREA Subcommittee Meeting Minutes
September 18, 2013

PeRC Members Attending:
Lynne Yao
Hari Cheryl Sachs 
Karen Davis-Bruno (Did not review Ferric Citrate & Desvanlafaxine)
Patricia Dinndorf
Tom Smith
Julia Pinto (Did not review Ferric Citrate & Desvanlafaxine)
Ethan Hausman
Wiley Chambers
Lily Mulugeta
Daiva Shetty
Martha Nguyen
Dianne Murphy
Gregory Reaman 
Jane Inglese
William Rodriguez
George Greeley
Coleen LoCicero
Robert “Skip” Nelson
Rachel Whitten
Maura O’Leary 

Guests Attending:
Nichella Simms (PMHS) Lesley Furlong (DNCE)
Erica Radden (PMHS) Linda Hu (DNCE)
Courtney Suggs (OCP) Gilbert Burckart (OCP)
Donna Snyder (PMHS) Yodit Belew (OAP)
Linda Onaga (DAVP) Gerald Tran (OCP)
Brian Chow (OCP) Martin Nevit (DTOP)
Jung Lee (DNCE) Jade Pham (DNCE)
Leslie Chinn (OCP) Sarah Connelly (DAVP)
Nikolay Nikolov (DPARP) Robert Yim (DPARP)
Karen Hull (DPARP) Jing Zhang (DPP)
L. Fossom (DPP) Nancy Xu (DCRP)
Aliza Thompson (DCRP) Russell Fortney (DCRP)
Glenn Mannhan (DCRP) Rawa Dwivedi (DCRP)
Kofi Ansah (DPP) Jessica Boehmer (DHP)
Donna Snyder (PMHS) GT Wharton (OPT)
Amy Talor (PMHS) Angela Men (OCP)
Terri Crescenzi (OPT)
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Umeclidinium Bromide Full Waiver
 NDA 205382 seeks marketing approval of the application for Umeclidinium Bromide 

for COPD.    
 The supplement was received on April 30, 2013 and has a PDUFA goal date of April 

30, 2014. 
 The application triggers PREA as a new active ingredient.  
 A full waiver is being requested in all pediatric patients because the disease/condition 

does not exist in children.  
PeRC Recommendations

o The PeRC agreed to the full waiver because the disease/condition does not exist 
in children.  
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 205382
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 April 29, 2012 under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for umeclidinium inhalation 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 October 10, 2013) in 
order to continue our evaluation of your NDA.

1. Your drug product specifications table includes a  
 (as noted in footnote L). In Section P.5.6 (Justification of Specifications) 

you state (3.2.P.5.6.2.8.1):

“Tolerance intervals have been calculated using the batches contained within the 
database described in Section 1.”

The database described in Section 1 includes, in addition to the clinical batches used in 
Phase III studies, “Primary stability batches including data obtained following storage at 
the long term storage condition (25○C/60% RH) for up to 12 months within secondary 
packaging.”

In order for long-term storage stability data to be used to support the calculation of the 
tolerance interval you must provide an analysis of the test results for all of the samples 
tested, including an analysis to demonstrate the sources of variability e.g. within batch, 
between batch, and storage time.

Alternatively you can amend the drug product specifications table to remove the  
 testing acceptance criterion.

2. Regarding the Dose Content Uniformity and Dose Content Uniformity through Life test:

a. Prespecify the alternative sample sizes  

Reference ID: 3378979
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 205382 

FILING COMMUNICATION 
 
GlaxoSmithKline 
Five Moore Drive 
Research Triangle Park, NC 27709 
 
Attention: Vicki Gunto, Ph.D., 
      Director, Global Regulatory Affairs 
 
Dear Dr. Gunto: 
 
Please refer to your New Drug Application (NDA) dated April 29, 2013, received April 30, 
2013, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act, for 
umeclidinium bromide inhalation powder. 
 
We also refer to your amendments dated May 1, 2013. 
 
We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Standard. This application is also subject to the provisions 
of “the Program” under the Prescription Drug User Fee Act (PDUFA) V (refer to 
http://www.fda.gov/ForIndustry/UserFees/PrescriptionDrugUserFee/ucm272170.htm . 
Therefore, the user fee goal date is April 30, 2014. 
 
We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, mid-
cycle, team and wrap-up meetings).  Please be aware that the timelines described in the guidance 
are flexible and subject to change based on workload and other potential review issues (e.g., 
submission of amendments).  We will inform you of any necessary information requests or status 
updates following the milestone meetings or at other times, as needed, during the process.  If 
major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by January 17, 2014. In 
addition, the planned date for our internal mid-cycle review meeting is September 24, 2012. We 
are not currently planning to hold an advisory committee meeting to discuss this application.  
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During our filing review of your application, we identified the following potential review issues: 
 
      Clinical 

1. The adequacy of the data to support  
 will be a review issue. 

 
We are providing the above comments to give you preliminary notice of potential review issues.  
Our filing review is only a preliminary evaluation of the application and is not indicative of 
deficiencies that may be identified during our review.  Issues may be added, deleted, expanded 
upon, or modified as we review the application.  If you respond to these issues during this review 
cycle, we may not consider your response before we take an action on your application. 
 
We request that you submit the following information: 
 
      Statistics 

2. With respect to the impact of missing data, we do not find the sensitivity analyses you 
provided for Study 408 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, the “copy reference” and “jump to reference” approaches that you implemented 
under NDA 203975 are additional models of interest. 

 
      Clinical pharmacology 

3.  Part of Figure 1 for hepatic and renal impairment population in the proposed label is 
           based on UMEC PK data from the UMEC/VI combination arm. Please revise the figure 
           using PK data associated with the UMEC monotherapy. 
 
During our preliminary review of your submitted labeling, we have identified the following 
labeling format issues: 
 

1. Excessive length in the HL. The length of the HL section must be less or equal to one-
half the page. 

 
2. White space must be present before each major heading in HL. 
 

We request that you resubmit labeling that addresses these issues by July 26, 2013.  The 
resubmitted labeling will be used for further labeling discussions. 
 
PROMOTIONAL MATERIAL 
 

Reference ID: 3338482
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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).  Submit consumer-directed, 
professional-directed, and television advertisement materials separately and send each 
submission to: 
 

Food and Drug Administration  
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion (OPDP) 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI), and you believe the labeling is close to the final version.   
 
For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200. 
 
REQUIRED PEDIATRIC ASSESSMENTS 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 
 
We acknowledge receipt of your request for a full waiver of pediatric studies for this application.  
Once we have reviewed your request, we will notify you if the full waiver request is denied and a 
pediatric drug development plan is required. 
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If you have any questions, call Angela Ramsey, Senior Program Management Officer at (301) 
796-2284. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Badrul A. Chowdhury, M.D., Ph.D. 
Division Director 
Division of Pulmonary, Allergy, and Rheumatology 
Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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If you have any questions regarding the contents of this letter or any other aspects of the proprietary 
name review process, contact Nichelle Rashid, Safety Regulatory Project Manager in the Office of 
Surveillance and Epidemiology, at (301) 796-3904.  For any other information regarding this application 
contact the Office of New Drugs (OND) Regulatory Project Manager, Angela Ramsey, at (301) 796-
2284.   
 
 

Sincerely, 
 
 {See appended electronic signature page}   
      

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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NDA 205382 

NDA ACKNOWLEDGMENT 
GlaxoSmithKline 
Five Moore Drive 
Research Triangle Park, NC 27709 
 
Attention: Vicki Gunto, Ph.D., 
       Director, Global Regulatory Affairs 
 
Dear Dr. Gunto: 
 
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: umeclidinium bromide inhalation powder 
 
Date of Application: April 29, 20113 
 
Date of Receipt: April 30, 2013 
 
Our Reference Number:  NDA 205382 
 
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 June 29, 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). 
 
The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address: 
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Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Pulmonary, Allergy, and Rheumatology Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

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

Sincerely, 
 
{See appended electronic signature page} 
 
Angela Ramsey R.N., M.S.N. 
Senior Program Management Officer 
Division of Pulmonary, Allergy, and Rheumatology 
Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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LATE-CYCLE COMMUNICATION 
DOCUMENTS 

 



DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 205382
LATE-CYCLE MEETING MINUTES

GlaxoSmithKline
Five Moore Drive
Research Triangle Park, NC 27709

Attention: Vicki Gunto, Ph.D.,
      Director, Global Regulatory Affairs

Dear Dr. Gunto:

Please refer to your New Drug Application (NDA) dated April 29, 2013, submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA) for Incruse Ellipta (umeclidinium 
bromide) Inhalation powder.

We also refer to the Late-Cycle Meeting (LCM) between representatives of your firm and the 
FDA on February 5, 2014.     

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 Angela Ramsey, Senior Program Management Officer at (301) 
796-2284.

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: February 5, 2014
Meeting Location: Teleconference

Application Number: 205382
Product Name: Incruse Ellipta (umeclidinium bromide) inhalation powder
Applicant Name: GlaxoSmithKline

Meeting Chair: Susan Limb, M.D.
Meeting Recorder: Angela Ramsey, R.N., M.S.N

FDA ATTENDEES
Susan Limb, MD, Clinical Team Leader
Jennifer Pippins, MD, Clinical Reviewer
Ruthanna Davi, Ph.D., Statistical Reviewer
Gregory Levin, Ph.D., Statistical Reviewer
Arthur Shaw, Ph.D., Quality Reviewer
Lissa C. Owens, Pharm.D., Safety Evaluator, Office of Medication Error Prevention and Risk
Jianmeng Chen, Ph.D., Clinical Pharmacology Reviewer
Timothy Robison, Ph.D., Pharmacology Toxicology Team Leader

APPLICANT ATTENDEES
Vicki Gunto, Ph.D, 

BACKGROUND

NDA 205382 was submitted on April 29, 2013 for Incruse Ellipta (umeclidinium bromide) 
inhalation powder.

Proposed indication(s): COPD

PDUFA goal date: April 30, 2014

FDA issued a Background Package in preparation for this meeting on January 15, 2014. 
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DISCUSSION

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

Welcome, Introductions, Ground rules, Objectives of the meeting

2. Discussion of Substantive Review Issues – None

Discussion: No discussion occurred.

3. Information Requests – None

Discussion: No discussion occurred.

4. Discussion of Upcoming Advisory Committee Meeting – Not applicable

Discussion: No discussion occurred.

5. Postmarketing Requirements/Postmarketing Commitments 

 None anticipated

Discussion: No discussion occurred.

6. REMS or Other Risk Management Actions 
 None anticipated

Discussion: No discussion occurred.

7. Clinical/Statistics – None

Discussion: No discussion occurred.

8. Additional Applicant Data – None 

Discussion: No discussion occurred.

9. Major labeling issues – None 

      Discussion: No discussion occurred.

10. Discussion of Minor Review Issues – None

      Discussion: No discussion occurred.
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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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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 205382 

LATE CYCLE MEETING  
BACKGROUND PACKAGE 

 
GlaxoSmithKline 
Five Moore Drive 
Research Triangle Park, NC 27709 
 
Attention: Vicki Gunto, Ph.D., 
       Director, 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 Incruse Ellipta (umeclidinium bromide) inhalation powder 
 
We also refer to the Late-Cycle Meeting (LCM) scheduled for February 5, 2014.  Attached 
is our background package, including our agenda, for this meeting. 
 
If you have any questions, call Angela Ramsey Senior Program Management Officer, at (301) 
796-2284. 
 
 

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: February 5, 2014 
Meeting Location: FDA White Oak, Building 22, Conference Room 1419 
 
Application Number: NDA 205382 
Product Name: umeclidinium bromide 
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, 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 
 
No substantive review issues have been identified.  While the primary, secondary, and tertiary 
reviews are pending at this time, the major aspects of the review have been previously addressed 
in the reviews for NDA 203975, umeclidinium/vilanterol. 
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ADVISORY COMMITTEE MEETING 
 
As umeclidinium was already discussed at the September 10, 2013, advisory committee meeting 
in the context of the umeclidinium/vilanterol application, a separate advisory committee meeting 
for umeclidinium was not be convened. 
 
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 – None 

 

3. Information Requests – None 

 

4. Discussion of Upcoming Advisory Committee Meeting – Not applicable 

 

5. Postmarketing Requirements/Postmarketing Commitments  

• None anticipated 
 

6. REMS or Other Risk Management Actions  

• None anticipated 
  

7.  Clinical/Statistics – None 

 

8. Additional Applicant Data – None  

 

9. Major labeling issues – None  

 

10. Discussion of Minor Review Issues – None 

 

11. Review Plans – 5 minutes  
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• Completion of reviews and consults  

• Labeling discussions (as needed) 
 

12. Wrap-up and Action Items – 5 minutes 
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