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Highlights 

See Appendix A for a sample tool illustrating the format for the Highlights.  

HIGHLIGHTS GENERAL FORMAT and HORIZONTAL LINES IN THE PI 

1. Highlights (HL) must be in a minimum of 8-point font and should be in two-column format, with 
½ inch margins on all sides and between columns.  

Comment:       

2. The length of HL must be one-half page or less (the HL Boxed Warning does not count against 
the one-half page requirement) unless a waiver has been granted in a previous submission (e.g., 
the application being reviewed is an efficacy supplement).    

Instructions to complete this item:  If the length of the HL is one-half page or less, then select 
“YES” in the drop-down menu because this item meets the requirement.  However, if HL is 
longer than one-half page:  

 For the Filing Period: 

 For efficacy supplements:  If a waiver was previously granted, select “YES” in the drop-
down menu because this item meets the requirement.   

 For NDAs/BLAs and PLR conversions:  Select “NO” because this item does not meet the 
requirement (deficiency).  The RPM notifies the Cross-Discipline Team Leader (CDTL) of 
the excessive HL length and the CDTL determines if this deficiency is included in the 74-
day or advice letter to the applicant. 

 For the End-of-Cycle Period: 

 Select “YES” in the drop down menu if a waiver has been previously (or will be) granted 
by the review division in the approval letter and document that waiver was (or will be) 
granted.    

Comment:        

3. A horizontal line must separate HL from the Table of Contents (TOC).  A horizontal line must 
separate the TOC from the FPI.  
Comment:        

4. All headings in HL must be bolded and presented in the center of a horizontal line (each 
horizontal line should extend over the entire width of the column as shown in Appendix A).  The 
headings should be in UPPER CASE letters.   

Comment:  Extend horizontal lines on either side of headings to extend over the entire width of 
the column (see Appendix A). 

5. White space should be present before each major heading in HL.  There must be no white space 
between the HL Heading and HL Limitation Statement.  There must be no white space between 
the product title and Initial U.S. Approval.  See Appendix A for a sample tool illustrating white 
space in HL. 

Comment:        

6. Each summarized statement or topic in HL must reference the section(s) or subsection(s) of the 
Full Prescribing Information (FPI) that contain more detailed information. The preferred format 

YES 

YES 

YES 

NO 

YES 

YES 
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Boxed Warning (BW) in Highlights 

12. All text in the BW must be bolded. 

Comment:        

13. The BW must have a heading in UPPER CASE, containing the word “WARNING” (even if 
more than one warning, the term, “WARNING” and not “WARNINGS” should be used) and 
other words to identify the subject of the warning (e.g., “WARNING: SERIOUS 
INFECTIONS and ACUTE HEPATIC FAILURE”).  The BW heading should be centered. 

Comment:        

14. The BW must always have the verbatim statement “See full prescribing information for 
complete boxed warning.”  This statement should be centered immediately beneath the heading 
and appear in italics. 

Comment:        

15. The BW must be limited in length to 20 lines (this includes white space but does not include the 
BW heading and the statement “See full prescribing information for complete boxed 
warning.”).   

Comment:        

Recent Major Changes (RMC) in Highlights 

16. RMC pertains to only the following five sections of the FPI:  BOXED WARNING, 
INDICATIONS AND USAGE, DOSAGE AND ADMINISTRATION, 
CONTRAINDICATIONS, and WARNINGS AND PRECAUTIONS.   RMC must be listed in 
the same order in HL as the modified text appears in FPI.     

Comment:        

17. The RMC must include the section heading(s) and, if appropriate, subsection heading(s) affected 
by the recent major change, together with each section’s identifying number and date 
(month/year format) on which the change was incorporated in the PI (supplement approval date). 
For example, “Warnings and Precautions, Acute Liver Failure (5.1) --- 9/2013”.  

Comment:        

18. The RMC must list changes for at least one year after the supplement is approved and must be 
removed at the first printing subsequent to one year (e.g., no listing should be one year older than 
revision date). 

Comment:        

Indications and Usage in Highlights 

19. If a product belongs to an established pharmacologic class, the following statement is required 
under the Indications and Usage heading in HL: “(Product) is a (name of established 
pharmacologic class) indicated for (indication)”.  

Comment:        

Dosage Forms and Strengths in Highlights 

20. For a product that has several dosage forms (e.g., capsules, tablets, and injection), bulleted 
subheadings or tabular presentations of information should be used under the Dosage Forms and 
Strengths heading. 

YES 

YES 

YES 

YES 

N/A 

N/A 

N/A 

YES 

N/A 
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Comment:        

Contraindications in Highlights 

21. All contraindications listed in the FPI must also be listed in HL or must include the statement 
“None” if no contraindications are known.  Each contraindication should be bulleted when there 
is more than one contraindication. 

Comment:        

Adverse Reactions in Highlights 

22. For drug products other than vaccines, the verbatim bolded statement must be present: “To 
report SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at 
(insert manufacturer’s U.S. phone number) or FDA at 1-800-FDA-1088 or 
www.fda.gov/medwatch”.  

Comment:        

Patient Counseling Information Statement in Highlights 

23. The Patient Counseling Information statement must include one of the following three bolded 
verbatim statements that is most applicable: 

If a product does not have FDA-approved patient labeling: 

 “See 17 for PATIENT COUNSELING INFORMATION”  
 
 

If a product has FDA-approved patient labeling: 
 

 “See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling”  

 “See 17 for PATIENT COUNSELING INFORMATION and Medication Guide”  

 Comment:        

Revision Date in Highlights 

24. The revision date must be at the end of HL, and should be bolded and right justified (e.g., 
“Revised: 9/2013”).   
Comment:  Insert bolded month and  year of application approval. 

YES 

YES 

YES 

NO 
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Contents: Table of Contents (TOC) 

See Appendix A for a sample tool illustrating the format for the Table of Contents. 
 

25. The TOC should be in a two-column format. 

Comment:        

26. The following heading must appear at the beginning of the TOC:  “FULL PRESCRIBING 
INFORMATION: CONTENTS”.  This heading should be in all UPPER CASE letters and 
bolded. 

Comment:        

27. The same heading for the BW that appears in HL and the FPI must also appear at the beginning 
of the TOC in UPPER CASE letters and bolded. 

Comment:        

28. In the TOC, all section headings must be bolded and should be in UPPER CASE.  

Comment:        

29. In the TOC, all subsection headings must be indented and not bolded.  The headings should be in 
title case [first letter of all words are capitalized except first letter of prepositions (through), 
articles (a, an, and the), or conjunctions (for, and)]. 

Comment:        

30. The section and subsection headings in the TOC must match the section and subsection headings 
in the FPI. 

Comment:        

31. In the TOC, when a section or subsection is omitted, the numbering must not change. If a section 
or subsection from 201.56(d)(1) is omitted from the FPI and TOC, the heading “FULL 
PRESCRIBING INFORMATION: CONTENTS” must be followed by an asterisk and the 
following statement must appear at the end of TOC: “*Sections or subsections omitted from the 
full prescribing information are not listed.”  
Comment:        

YES 

YES 

YES 

YES 

YES 

YES 

YES 
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Full Prescribing Information (FPI) 

FULL PRESCRIBING INFORMATION:  GENERAL FORMAT 
 

32. The bolded section and subsection headings in the FPI must be named and numbered in 
accordance with 21 CFR 201.56(d)(1) as noted below (section and subsection headings should 
be in UPPER CASE and title case, respectively).  If a section/subsection required by regulation 
is omitted, the numbering must not change. Additional subsection headings (i.e., those not 
named by regulation) must also be bolded and numbered.   

 

BOXED WARNING 
1  INDICATIONS AND USAGE 
2  DOSAGE AND ADMINISTRATION 
3  DOSAGE FORMS AND STRENGTHS 
4  CONTRAINDICATIONS 
5  WARNINGS AND PRECAUTIONS 
6  ADVERSE REACTIONS 
7  DRUG INTERACTIONS 
8  USE IN SPECIFIC POPULATIONS 

8.1 Pregnancy 
8.2 Labor and Delivery 
8.3 Nursing Mothers 
8.4 Pediatric Use 
8.5 Geriatric Use 

9  DRUG ABUSE AND DEPENDENCE 
9.1 Controlled Substance 
9.2 Abuse 
9.3 Dependence 

10  OVERDOSAGE 
11  DESCRIPTION 
12  CLINICAL PHARMACOLOGY 

12.1 Mechanism of Action 
12.2 Pharmacodynamics 
12.3 Pharmacokinetics 
12.4 Microbiology (by guidance) 
12.5 Pharmacogenomics (by guidance) 

13  NONCLINICAL TOXICOLOGY 
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 
13.2 Animal Toxicology and/or Pharmacology 

14  CLINICAL STUDIES 
15  REFERENCES 
16  HOW SUPPLIED/STORAGE AND HANDLING 
17  PATIENT COUNSELING INFORMATION 

Comment:        

33. The preferred presentation for cross-references in the FPI is the section (not subsection) 
heading followed by the numerical identifier.  The entire cross-reference should be in italics and 
enclosed within brackets.  For example, “[see Warnings and Precautions (5.2)]” or “[see 
Warnings and Precautions (5.2)]”.   

Comment:        

YES 

 
YES 
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34. If RMCs are listed in HL, the corresponding new or modified text in the FPI sections or 
subsections must be marked with a vertical line on the left edge. 

Comment:          

FULL PRESCRIBING INFORMATION DETAILS 

FPI Heading 

35. The following heading must be bolded and appear at the beginning of the FPI: “FULL 
PRESCRIBING INFORMATION”.  This heading should be in UPPER CASE. 

Comment:        

BOXED WARNING Section in the FPI 

36. In the BW, all text should be bolded. 

Comment:        

37. The BW must have a heading in UPPER CASE, containing the word “WARNING” (even if 
more than one Warning, the term, “WARNING” and not “WARNINGS” should be used) and 
other words to identify the subject of the Warning (e.g., “WARNING: SERIOUS 
INFECTIONS and ACUTE HEPATIC FAILURE”).   

Comment:        

CONTRAINDICATIONS Section in the FPI 

38. If no Contraindications are known, this section must state “None.” 

Comment:        

ADVERSE REACTIONS Section in the FPI 

39. When clinical trials adverse reactions data are included (typically in the “Clinical Trials 
Experience” subsection of ADVERSE REACTIONS), the following verbatim statement or 
appropriate modification 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 practice.” 

 

Comment:        
 

40. When postmarketing adverse reaction data are included (typically in the “Postmarketing 
Experience” subsection of ADVERSE REACTIONS), the following verbatim statement or 
appropriate modification should precede the presentation of adverse reactions: 
 
“The following adverse reactions have been identified during post-approval use of (insert drug         
name).  Because these reactions are reported voluntarily from a population of uncertain size, it is 
not always possible to reliably estimate their frequency or establish a causal relationship to drug 
exposure.” 

 

Comment:        
 

PATIENT COUNSELING INFORMATION Section in the FPI 

41. Must reference any FDA-approved patient labeling in Section 17 (PATIENT COUNSELING 
INFORMATION section).  The reference should appear at the beginning of Section 17 and 

N/A 

YES 

YES 

YES 

N/A 

YES 

N/A 

YES 
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include the type(s) of FDA-approved patient labeling (e.g., Patient Information, Medication 
Guide, Instructions for Use).  

Comment:       

42. FDA-approved patient labeling (e.g., Medication Guide, Patient Information, or Instructions for 
Use) must not be included as a subsection under section 17 (PATIENT COUNSELING 
INFORMATION).  All FDA-approved patient labeling must appear at the end of the PI upon 
approval. 

Comment:       
 

YES 
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Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

Office of Medical Policy  
 

PATIENT LABELING REVIEW 

Date: November 19, 2013 
 

To: Badrul Chowdhury, M.D., Director 
Division of Pulmonary, Allergy and Rheumatology  
(DPARP) 
 

 
Through: 

 
LaShawn Griffiths, MSHS-PH, BSN, RN  
Associate Director for Patient Labeling 
Division of Medical Policy Programs (DMPP) 
 
Melissa Hulett, MSBA, BSN, RN  
Team Leader, Patient Labeling  
Division of Medical Policy Programs (DMPP) 
 

From: Twanda Scales, RN, BSN, MSN/Ed. 
Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 
 

Matthew Falter, Pharm.D. 
Regulatory Review Officer 
Office of Prescription Drug Promotion (OPDP) 
 

Subject: DMPP Review of Patient Labeling: Medication Guide (MG) 
and Instructions for Use (IFU) 
 

Drug Name (established 
name):   

ANORO ELLIPTA (umeclidinium/vilanterol)  
 

Dosage Form and Route: Inhalation Powder 
Application 
Type/Number:  

 
NDA 203975 
  

Applicant: GlaxoSmithKline  
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1 INTRODUCTION 
 
On December 18, 2012, GlaxoSmithKline (GSK) submitted, for the Agency’s review, 
a New Drug Application (NDA) for ANORO ELLIPTA (umeclidinium/vilanterol) 
indicated for the long-term, once-daily, maintenance treatment of airflow obstruction 
in patients with chronic obstructive pulmonary disease (COPD), including chronic 
bronchitis and/or emphysema.   

This collaborative review is written by the Division of Medical Policy Programs 
(DMPP) and the Office of Prescription Drug Promotion (OPDP) in response to a 
request by the Division of Pulmonary, Allergy and Rheumatology (DPARP) on 
January 4, 2013, and February 4, 2013, respectively, for DMPP and OPDP to review 
the Applicant’s proposed Medication Guide (MG) and Instructions for Use (IFU) for 
ANORO ELLIPTA (umeclidinium/vilanterol) inhalation powder.   
 

2 MATERIAL REVIEWED 

• Draft ANORO ELLIPTA (umeclidinium/vilanterol) MG and IFU received on 
December 18, 2012 and received by DMPP on November 6, 2013.  

• Draft ANORO ELLIPTA (umeclidinium/vilanterol) MG and IFU received on 
December 18, 2012 and received by OPDP on November 6, 2013. 

• Draft ANORO ELLIPTA (umeclidinium/vilanterol) Prescribing Information (PI) 
received on December 18, 2012, revised by the Review Division throughout the 
review cycle, and received by DMPP on November 6, 2013. 

• Draft ANORO ELLIPTA (umeclidinium/vilanterol) Prescribing Information (PI) 
received on December 18, 2012, revised by the Review Division throughout the 
review cycle, and received by OPDP on November 6, 2013. 

• Approved BREO ELLIPTA (fluticasone furoate and vilanterol) inhalation power 
labeling dated May 10, 2013 (DMPP and OPDP). 

• Approved TUDORZA PRESSAIR (aclidinium bromide inhaltion powder) 
labeling dated July 23, 2012 (OPDP). 

• Approved SPIRIVA HandiHaler (tiotropium bromide inhalation powder) labeling 
datated November 4, 2011 (OPDP). 

 
3 REVIEW METHODS 

To enhance patient comprehension, materials should be written at a 6th to 8th grade 
reading level, and have a reading ease score of at least 60%. A reading ease score of 
60% corresponds to an 8th grade reading level.  In our review of the MG and IFU the 
target reading level is at or below an 8th grade level. 

Additionally, in 2008 the American Society of Consultant Pharmacists Foundation 
(ASCP) in collaboration with the American Foundation for the Blind (AFB) 
published Guidelines for Prescription Labeling and Consumer Medication 
Information for People with Vision Loss. The ASCP and AFB recommended using 

Reference ID: 3409282
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fonts such as Verdana, Arial or APHont to make medical information more 
accessible for patients with vision loss.   

In our collaborative review of the MG and IFU we have:  

• simplified wording and clarified concepts where possible 

• ensured that the MG and IFU are consistent with the Prescribing Information 
(PI)  

• removed unnecessary or redundant information 

• ensured that the MG is free of promotional language or suggested revisions to 
ensure that it is free of promotional language 

• ensured that the MG meets the Regulations as specified in 21 CFR 208.20  

• ensured that the MG and IFU meet the criteria as specified in FDA’s Guidance 
for Useful Written Consumer Medication Information (published July 2006) 

 
4 CONCLUSIONS 

The MG and IFU are acceptable with our recommended changes. 
 

5 RECOMMENDATIONS 

• Please send these comments to the Applicant and copy DMPP and OPDP on the 
correspondence.  

• Our collaborative review of the MG and IFU is appended to this memorandum.  
Consult DMPP and OPDP regarding any additional revisions made to the PI to 
determine if corresponding revisions need to be made to the MG and IFU.   

 Please let us know if you have any questions.  
 

Reference ID: 3409282

24 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/
----------------------------------------------------

TWANDA D SCALES
11/19/2013

MATTHEW J FALTER
11/19/2013

MELISSA I HULETT
11/19/2013

Reference ID: 3409282



 1

 
****Pre-decisional Agency Information**** 

    
 

Memorandum 
 
Date:   November 15, 2013 
  
To:   Leila Hann, Regulatory Project Manager 

Division of Pulmonary, Allergy, and Rheumatology Products 
(DPARP) 

   
From:    Matthew Falter, Pharm.D., Regulatory Review Officer 
   Office of Prescription Drug Promotion (OPDP) 
 
CC:   Kathleen Klemm, Pharm.D., Group Leader, OPDP  
 
Subject:  NDA # 203975 

OPDP Labeling Comments for ANORO ELLIPTA 
(umeclidinium and vilanterol inhalation powder) FOR ORAL 
INHALATION USE (Anoro Ellipta) 

 
   
 
Reference is made to DPARP’s February 4, 2013, consult request for OPDP’s 
comments regarding the proposed Package Insert (PI), Medication Guide (MG), 
Instructions for Use (IFU), and Carton and Container labeling for Anoro Ellipta. 
 
OPDP has revised the proposed PI.  Our comments on the proposed PI are 
based on the proposed draft marked-up labeling titled 
“2013_11_06NDA203975LabelConsultants.doc” that was sent via email from 
DPARP to OPDP on November 6, 2013.  OPDP’s comments on the proposed PI 
are provided directly in the marked-up document attached (see below). 
 
OPDP’s has reviewed the proposed Carton and Container Labeling submitted by 
the applicant and available in the EDR at: 
 

 \\cdsesub1\evsprod\nda203975\0000\m1\us\114-labeling\1141-draft\draft-
125-25mgsmpltraylabel.pdf 

 \\cdsesub1\evsprod\nda203975\0000\m1\us\114-labeling\1141-draft\draft-
125-25mgtraylabel.pdf 

 \\cdsesub1\evsprod\nda203975\0000\m1\us\114-labeling\1141-draft\draft-
62-5-25mgbacklabel.pdf 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  
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 \\cdsesub1\evsprod\nda203975\0000\m1\us\114-labeling\1141-draft\draft-
62-5-25mgcarton.pdf 

 \\cdsesub1\evsprod\nda203975\0000\m1\us\114-labeling\1141-draft\draft-
62-5-25mgfrontlabel.pdf 

 \\cdsesub1\evsprod\nda203975\0000\m1\us\114-labeling\1141-draft\draft-
62-5-25mginstcarton.pdf 

 \\cdsesub1\evsprod\nda203975\0000\m1\us\114-labeling\1141-draft\draft-
62-5-25mginstfrontlabel.pdf 

 \\cdsesub1\evsprod\nda203975\0000\m1\us\114-labeling\1141-draft\draft-
62-5-25mginsttraylabel.pdf 

 \\cdsesub1\evsprod\nda203975\0000\m1\us\114-labeling\1141-draft\draft-
62-5-25mgsmplcarton.pdf 

 \\cdsesub1\evsprod\nda203975\0000\m1\us\114-labeling\1141-draft\draft-
62-5-25mgsmpltraylabel.pdf 

 \\cdsesub1\evsprod\nda203975\0000\m1\us\114-labeling\1141-draft\draft-
62-5-25mgtraylabel.pdf 

 \\cdsesub1\evsprod\nda203975\0000\m1\us\114-labeling\1141-draft\draft-
62-5-25mgsmplfrontlabel.pdf 

 
OPDP does not have any comments on the proposed Carton and Container 
labels at this time. 
 
OPDP’s review and comments on the proposed MG and proposed IFU was 
conducted jointly with the Division of Medical Policy Programs (DMPP).  This 
review will be submitted under separate cover at a later date. 
 
Thank you for the opportunity to comment on the proposed labeling. 
 
If you have any questions regarding this review, please contact Matthew Falter at 
(301) 796-2287 or matthew.falter@fda.hhs.gov. 
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Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Surveillance and Epidemiology                                                                             

Office of Medication Error Prevention and Risk Management 
 

Label, Labeling and Packaging Review 

Date: September 12, 2013 

Reviewer: Lissa C. Owens, PharmD 
 Division of Medication Error Prevention and Analysis 

Team Leader: Lubna Merchant, M.S., PharmD 
 Division of Medication Error Prevention and Analysis 

Drug Name(s) and Strength(s): Anoro Ellipta                                                  
(Umeclidinium and Vilanterol inhalation powder) 
62.5 mcg/25 mcg  

Application Type/Number: NDA 203975 

Applicant/sponsor: GlaxoSmithKline 

OSE RCM #:  2013-125 

*** This document contains proprietary and confidential information that should not be 
released to the public.*** 
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1 INTRODUCTION 

This review responds to a consult from the Division of Pulmonary Allergy and 
Rheumatology Products (DPARP) to evaluate the proposed container labels, carton and 
insert labeling, and patient instructions for use for Anoro Ellipta NDA 203975 for areas 
of vulnerability that could lead to medication errors.  

1.1 PRODUCT INFORMATION 

The following product information is provided in the June 7, 2013 labeling submission. 

• Active Ingredient:  Umeclidinium and Vilanterol 

• Indication of Use: Long-term, once-daily, maintenance bronchodilator treatment 
of airflow obstruction in patients with chronic obstructive pulmonary disease 
(COPD), including chronic bronchitis and/or emphysema 

• Route of Administration: Oral inhalation 

• Dosage Form: Inhalation Powder 

• Strength: 62.5 mcg/25 mcg per actuation 

• Dose and Frequency: 1 inhalation once daily 

• How Supplied:  Light grey and red plastic inhaler containing 2 double-foil strips. 
The inhaler is packaged within a moisture-protective foil tray with a desiccant and 
a peelable lid. It is supplied as 30 blisters on each double-foil strip and an 
institutional pack with 7 blisters on each double foil strip. The inhaler is not 
reusable. 

• Storage: Store at controlled room temperature (see USP), 20° to 25°C (68° to 
77°F), in a dry place away from direct heat or sunlight.  Discard after the counter 
reads “0” or 6 weeks after removal from the moisture-protective foil tray, 
whichever comes first. 

2 METHODS AND MATERIALS REVIEWED 

The Division of Medication Error Prevention and Analysis (DMEPA) searched the FDA 
Adverse Event Reporting System (FAERS) database for any medication error reports. 
Refer to Appendix A for a description of the FAERS database.  We also reviewed the 
Anoro Ellipta labels, instructions for use, and package insert labeling submitted by the 
Applicant. 

2.1 SELECTION OF MEDICATION ERROR CASES  

Since the Ellipta device is currently marketed (Breo Ellipta), we searched the FAERS 
database using the strategy listed in Table 1 to see if there are any device related or 
labeling issues. 
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4 RECOMMENDATIONS  

Based on this review, DMEPA recommends the following be implemented prior to 
approval of this NDA supplement:  

5.1 Comments to the Applicant: 

A. All Container Labels 

1. Revise the word ‘Ellipta’ in the proprietary name so that it is presented 
in the same color as the word ‘Anoro’. As presented the word Ellipta 
utilizes a gray font over the pink background and is difficult to read. 

2. Unbold the statement ‘Rx Only’, as presented this statement competes 
for prominence with the proprietary name.  

B. All Carton Labeling 

1. See above A1-A2 

2. Remove the  from the principle display panel to 
decrease clutter. 

3. As presented, the directions on the side panel may cause confusion as 
patients may read across the line. Revise these to be presented in a 
stepwise manner that reads from left to right and top to bottom 
omitting the line in the middle. See example below: 

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

Add existing graphic 

2. INHALE 

• While holding the inhaler...... 

• Don’t breathe out... 

• Put the mouthpiece... 

• Take one long... 

Add existing graphic 

• Remove the inhaler.... 

• You may not be able... 

3. CLOSE 

• Then slide the cover ..... 

• Remember to.... 

C. Patient Instructions for Use 

1. Each step throughout the IFU should be numbered as Step 1, Step 2. 
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2. Include a picture for each corresponding step and label the pictures as 
Figure A, Figure B. 

3. In all pictures each individual component should be labeled. 

If you have further questions or need clarifications, please contact Nichelle Rashid, 
project manager, at 301-796-3904. 
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APPENDICES   

 APPENDIX A. DATABASE DESCRIPTIONS 

FDA Adverse Event Reporting System (FAERS) 

The FDA Adverse Event Reporting System (FAERS) is a database that contains 
information on adverse event and medication error reports submitted to FDA. The 
database is designed to support the FDA's post-marketing safety surveillance program for 
drug and therapeutic biologic products. The informatic structure of the database adheres 
to the international safety reporting guidance issued by the International Conference on 
Harmonisation. Adverse events and medication errors are coded to terms in the Medical 
Dictionary for Regulatory Activities (MedDRA) terminology.  The suspect products are 
coded to valid tradenames or active ingredients in the FAERS Product Dictionary  
(FPD).    

FDA implemented FAERS on September 10, 2012, and migrated all the data from 
the previous reporting system (AERS) to FAERS.    Differences may exist when 
comparing case counts in AERS and FAERS.   FDA validated and recoded product 
information as the AERS reports were migrated to FAERS.  In addition, FDA 
implemented new search functionality based on the date FDA initially received the case 
to more accurately portray the follow up cases that have multiple receive dates.   

FAERS data have limitations. First, there is no certainty that the reported event was 
actually due to the product. FDA does not require that a causal relationship between a 
product and event be proven, and reports do not always contain enough detail to properly 
evaluate an event. Further, FDA does not receive reports for every adverse event or 
medication error that occurs with a product. Many factors can influence whether or not an 
event will be reported, such as the time a product has been marketed and publicity about 
an event. Therefore, FAERS data cannot be used to calculate the incidence of an adverse 
event or medication error in the U.S. population. 
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M E M O R A N D U M   DEPARTMENT OF HEALTH AND HUMAN SERVICES 
          PUBLIC HEALTH SERVICE 

FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

    ____________________________________________________________________________________________  
 

CLINICAL INSPECTION SUMMARY 

 
DATE:  September 5, 2013   
 
TO:  Leila P. Hann, Regulatory Project Manager  

Jennifer Pippins, M.D., Medical Officer 
  Susan Limb, M.D., Cross Discipline Team Leader 

Division of Pulmonary, Allergy, and Rheumatology Products (DPARP) 
 

FROM:   Anthony Orencia, M.D., F.A.C.P. 
  Medical Officer, GCP Assessment Branch 
  Division of Good Clinical Practice Compliance  

Office of Scientific Investigations  
 
THROUGH:   Janice Pohlman, M.D., M.P.H. 
  Team Leader, GCP Assessment Branch 

Division of Good Clinical Practice Compliance 
Office of Scientific Investigations 

 
  Kassa Ayalew, M.D., M.P.H. 
  Acting Branch Chief, GCP Assessment Branch  
  Division of Good Clinical Practice Compliance  
  Office of Scientific Investigations 
 
SUBJECT:   Evaluation of Clinical Inspections 
 
NDA:  203975 
 
APPLICANT: Glaxo Group Limited, d/b/a GlaxoSmithKline 
 
DRUG:  umeclidinium-vilanterol dry powder for inhalation (Anoro™ Ellipta™) 

 
NME:   Yes 
 
THERAPEUTIC CLASSIFICATION/REVIEW: Standard review 
 
INDICATION:  Chronic obstructive pulmonary disease 
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CONSULTATION REQUEST DATE: February 4, 2013 (signed) 
INSPECTION SUMMARY GOAL DATE:   October 18, 2013  
DIVISION ACTION GOAL DATE: December 18, 2013  
PDUFA DATE: December 18, 2013  
 
I. BACKGROUND:  
Chronic obstructive pulmonary disease (COPD) is characterized by chronic airflow 
limitation caused by both progressive parenchymal destruction and disease of the small 
airways.  Pharmacologic treatment guidelines recommend an incremental approach as the 
disease state worsens.  A treatment option proposed by the Sponsor is the combination of 
an orally inhaled long-acting muscarinic antagonist (LAMA) such as umeclidinium and 
an orally inhaled selective long acting beta-2 adreno-receptor agonist (LABA) such as 
vilanterol.   

 
Two adequate and well-controlled clinical studies were submitted in support of the 
Sponsor’s NDA. The CDER review division selected a single foreign site in Denmark for 
Study DB2113361 and one domestic site for Study DB2113373 for inspection based on 
the high number of enrolled patients, large number of drop-outs, and a large efficacy 
effect size.  

 
Study DB2113361 
Study DB2113361 was a Phase 3, multicenter, randomized, double-blind, placebo-
controlled, parallel-group study.  The primary objective was to evaluate the efficacy and 
safety of GSK573719 (umeclidinium) /GW642444 (vilanterol) inhalation powder 125/25 
mcg, GSK573719 (umeclidinium) inhalation powder 125 mcg, GW642444 (vilanterol) 
inhalation powder 25 mcg, and placebo when administered once daily via a novel dry 
powder inhaler (NDPI) over a 24-week treatment period in subjects with COPD.  The 
primary measure of efficacy was trough (pre-bronchodilator and pre-dose) FEV1 at the 
clinic visit on Treatment Day 169.  Trough FEV1 on Treatment Day 169 was defined as 
the mean of the FEV1 values obtained 23 and 24 hours after dosing on Treatment Day 
168 (i.e. at the Week 24 Visit). 
 
Study DB2113373 
Study DB2113373 was a Phase 3 multicenter, randomized, double-blind, placebo-
controlled, parallel-group study.  The primary objective of the study was to evaluate the 
efficacy and safety of GSK573719 (umeclidinium)/GW642444 (vilanterol) inhalation 
powder, GSK573719 (umeclidinium) inhalation powder, GW642444 (vilanterol) 
inhalation powder, and placebo when administered once-daily via a novel dry powder 
inhaler over 24-weeks in subjects with COPD.  The primary efficacy endpoint was the 
pre-dose trough FEV1 on Treatment Day 169. Trough FEV1 on Treatment Day 169 was 
defined as the mean of the FEV1 values obtained 23 and 24 hours after dosing on 
Treatment Day 168 (i.e. at the Week 24 Visit). 
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II. RESULTS: 
 
Name of CI  
City, State 

Protocol/Study 
Site/Number of 
Subjects 
Enrolled (n) 

Inspection Date Final 
Classification* 

Jesper Sonne, M.D. 
Copenhagen, Denmark 

Protocol 
DB2113361/ 
Site #086085 
 
N=19 

April 29 - May 2, 2013 VAI 

Gregory J. Feldman, M.D. 
Spartanburg, S.C. 

Protocol 
DB2113373/ 
Site #087869 
 
N=35 

May 6 - 10, 2013 NAI 

*Key to Classifications 
NAI = No deviation from regulations. Data acceptable. 
VAI-No Response Requested = Deviations(s) from regulations. Data acceptable. 
OAI = Significant deviations from regulations.  Data unreliable/Critical findings may affect data integrity. 
Preliminary= The Establishment Inspection Report (EIR) has not been received, findings are based on 
preliminary communication with the field at the Office of Regulatory Affairs (ORA), or final review of the 
EIR is pending.  Once a final letter is issued by CDER to the inspected entity and the case file is closed out, 
the preliminary designation is converted to a final regulatory classification. 
 
 

CLINICAL STUDY SITE INVESTIGATORS 
 
1. Jesper Sonne, M.D./Protocol DB2113361 Site #086085 

DanTrials ApS 
c/o Bispebjerg Hospital 
Bygning 15B 
Bispebjerg Bakke 23 
Copenhagen, 2400 Denmark 

 
a.  What was inspected: 
The inspection was conducted in accordance with Compliance Program 7348.811, from 
April 29 to May 2, 2013. A total of 45 subjects were screened and 19 subjects were 
enrolled.  Fourteen subjects completed the study.  
 
An audit of 34 subjects’ records was conducted. The inspection evaluated the following 
documents: source records, screening and enrollment logs, case report forms, study drug 
accountability logs, study monitoring visits, and correspondence. Informed consent 
documents and sponsor-generated correspondence were also inspected.  
 
b.   General observations/commentary: 
Source documents for randomized subjects whose records were reviewed were verified 
against the case report forms and NDA subject line listings. Source documents for the 
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primary study endpoint were verifiable at the study site.  There were no limitations 
during conduct of the clinical site inspection by ORA staff.  There was no under-
reporting of serious adverse events (SAEs) at this clinical study site. 
 
In general, this clinical site appeared to be in compliance with Good Clinical Practices. 
However, a Form FDA 483 (List of Inspectional Observations) was issued at the end of 
the inspection for not maintaining adequate clinical records.  The following regulatory 
deficiencies are selected relevant examples: (1) Source documentation did not identify 
the research staff who documented the information. For example, the concomitant 
medications log for Subjects #3301, #3297, and #3293 did not include the identity of the 
staff who recorded the information. (2) Source documentation study records were not 
documented adequately, accurately or completely. For example, medication logs for 
Subject #3276 had “sticky notes” containing subject’s withdrawal of consent for being 
administered the medication, and Subject #3289 had “sticky notes” containing the 
patient’s medication dosages.   
 
The List of Inspectional Observations (Form FDA 483) was communicated to the 
DPARP Medical Team who did not consider the above findings as significant.  Dr. Sonne 
responded adequately to these observations in a letter dated May 16, 2013. 
 
c.   Assessment of data integrity: 
The regulatory deficiencies noted above are considered minor and non-critical.  Data 
submitted by this clinical site appear acceptable for this specific indication. 
 
2. Gregory Feldman, M.D./Protocol DB2113373 Site #087869 

South Carolina Pharmaceutical Research 
1330 Boiling Springs Rd., Suite 2100 
Spartansburg, S.C. 29303 

 
a.  What was inspected: 
The inspection was conducted in accordance with Compliance Program 7348.811, from 
May 6 to 10, 2013. A total of 41 subjects were screened and 35 subjects were enrolled. 
Twenty three subjects completed the study. 
 
An audit of the 10 enrolled subjects’ records was conducted. The inspection evaluated the 
following documents: source records, screening and enrollment logs, case report forms, 
study drug accountability logs, study monitoring visits, and correspondence. Informed 
consent documents and sponsor-generated correspondence were also inspected.  
 
b.   General observations/commentary: 
Source documents for randomized subjects whose records were reviewed were verified 
against the case report forms and NDA subject line listings. Source documents for the 
primary study endpoint were verifiable at the study site.  There were no limitations 
during conduct of the clinical site inspection by ORA staff.  There was no under-
reporting of serious adverse events at this clinical study site. 
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In general, this clinical site appeared to be in compliance with Good Clinical Practices.  
A Form FDA 483 (List of Inspectional Observations) was not issued at the end of the 
inspection.   
 
c.   Assessment of data integrity: 
Data submitted by this clinical site appear acceptable in support of this specific 
indication. 
 
III. OVERALL ASSESSMENT OF FINDINGS AND GENERAL 
RECOMMENDATIONS 
 
For this NDA, a single U.S. clinical investigator site for Study DB2113373 (Gregory 
Feldman, M.D.) and a single foreign clinical investigator site for Study DB2113361 
(Jesper Sonne, M.D.) were inspected in support of this application.  
 
No deficiencies were observed for Dr. Feldman’s clinical study site.  The final regulatory 
classification was NAI (No Action Indicated).  Minor regulatory deficiencies were 
observed for Dr. Sonne’s clinical study site for not maintaining adequate records.  The 
final regulatory classification was VAI (Voluntary Action Indicated). 
 
The study data collected appear generally reliable in support of the requested indication.  
 
 
 
 
 

{See appended electronic signature page} 
 

Anthony Orencia, M.D. 
Medical Officer 
Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations 

 
CONCURRENCE: 
 

{See appended electronic signature page} 
 

Janice Pohlman, M.D., M.P.H. 
Team Leader 
Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations 
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CONCURRENCE: 
 

{See appended electronic signature page} 
 

Kassa Ayalew, M.D., M.P.H. 
Acting Branch Chief 
Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations 
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 STUDY ENDPOINT REVIEW 
 

 
   

SEALD ACTION TRACK NUMBER  AT 2013-054 
APPLICATION NUMBER  NDA 203975 

LETTER DATE/SUBMISSION NUMBER  #1 
PDUFA GOAL DATE  December 18, 2013 

DATE OF CONSULT REQUEST  April 16, 2013 
   

REVIEW DIVISION  Division of Pulmonary, Allergy, and 
Rheumatology Products (DPARP) 

MEDICAL REVIEWER  Jennifer R. Pippins 
REVIEW DIVISION PM  Leila P. Hann 

   
SEALD REVIEWER(S)  Jessica Voqui 

REVIEW COMPLETION DATE  June 21, 2013 
   

ESTABLISHED NAME  Umeclidinium bromide/vilanterol 
TRADE NAME  Anoro Ellipta 

APPLICANT  GlaxoSmithKline (GSK) 
   

ENDPOINT(S) CONCEPT(S)  Dyspnea with daily activities 
MEASURE(S)  Shortness of Breath with Daily Activities 

(SOBDA) Questionnaire 
CLINICAL OUTCOME ASSESSMENT TYPE  PRO 

INDICATION  Long-term, once-daily, maintenance 
bronchodilator treatment of airflow obstruction 
in patients with chronic obstructive pulmonary 
disease (COPD) 

INTENDED POPULATION(S)  Adult patients (≥ 40 years of age) with an 
established clinical history of COPD, a post-
bronchodilator FEV1 of ≤ 70% predicted and 
FEV1/FVC ratio < 0.70, and ≥ 10-pack years 
smoking history 
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Interdisciplinary Review Team for QT Studies Consultation:  
Thorough QT Study Review 

NDA 203975 

Brand Name Anoro Ellipta 

Generic Name Umeclidinium-Vilanterol 

Sponsor GlaxoGroup (d/b/a GSK) 

Indication Treatment for Chronic Obstruction Pulmonary 
Disease (COPD) 

Dosage Form Inhalation powder 

Drug Class Muscarinic receptor antagonist 

Therapeutic Dosing Regimen 125/25 mcg 

Duration of Therapeutic Use Chronic 

Maximum Tolerated Dose 500 mcg and 500/100 mcg 

Submission Number and Date SDN 001/18 Dec 2012 

Review Division DPARP 
Note: Any text in the review with a light background should be inferred as copied from 
the sponsor’s document. 

1 SUMMARY 

1.1 OVERALL SUMMARY OF FINDINGS 
No significant QTc prolongation effects of a therapeutic dose of UMEC/VI 125/25 mcg 
and supratherapeutic dose of UMEC 500 mcg were detected in this TQT study.  The 
largest upper bounds of the 2-sided 90% CI for the mean differences between UMEC/VI 
125/25 mcg and placebo, and between UMEC 500 mcg and placebo were below 10 ms, 
the threshold for regulatory concern as described in ICH E14 guidelines.  However, the 
largest upper bounds of the 2-sided 90% CI for the mean difference between UMEC/VI 
500/100 mcg and placebo was 10.7 which is higher than the threshold for regulatory 
concern as described in ICH E14 guidelines. The largest lower bound of the 2-sided 90% 
CI for the ΔΔQTcF for moxifloxacin was greater than 5 ms, and the moxifloxacin profile 
over time is adequately demonstrated in Figure 6, indicating that assay sensitivity was 
established. 

In this randomized, placebo-controlled, incomplete block, four-period crossover repeat 
dose study, 86 healthy subjects received UMEC/VI 125/25 mcg, UMEC/VI 500/100 mcg, 
UMEC 500 mcg, placebo, and moxifloxacin 400 mg.  Overall summary of findings is 
presented in Table 1. 
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Table 1:  The Point Estimates and the 90% CIs Corresponding to the Largest Upper 
Bounds for UMEC/VI (125/25 mcg and 500/100 mcg), UMEC 500 mcg and the 

Largest Lower Bound for Moxifloxacin (FDA Analysis) 
Treatment Time (hour) ∆∆QTcF (ms) 90% CI (ms) 

UMEC/VI 125/25 mcg 10 min 4.6 (2.0, 7.1) 

UMEC/VI 500/100 mcg 30 min 8.2 (5.7, 10.7) 
UMEC 500 mcg 30 min -1.8 (-4.3, 0.7) 
Moxifloxacin 400 mg* 4  9.3 (7.2, 11.5) 

* Multiple endpoint adjustment was not applied. The largest lower bound after Bonferroni adjustment for 4 
timepoints is 6.1 ms. 

 

An increase in heart rate was also observed. The largest upper bounds of the 2-sided 90% 
CI for the mean differences between UMEC/VI 125/25 mcg and placebo and UMEC/VI 
500/100 mcg and placebo were 10.5 and 22.3 bpm, respectively. 

 

Table 2: The Point Estimates and the 90% CIs Corresponding to the Largest Upper 
Bounds for UMEC/VI (125/25 mcg and 500/100 mcg) and UMEC 500 mcg for 

∆∆HR (FDA Analysis) 
Treatment Time (hour) ∆∆HR (bpm) 90% CI (bpm) 

UMEC/VI 125/25 mcg 10 min 8.8 (7,1, 10.5) 

UMEC/VI 500/100 mcg 10 min 20.5 (18.8, 22.3) 
UMEC 500 mcg 16 h 2.2 (0.3, 4.1) 

 

An increase in ∆∆QTcF is observed with increasing concentration of VI.  There is no 
relationship between UMEC concentration and ∆∆QTcF.  The supratherapeutic dose (500/100 
mcg) of UMEC/VI produces mean Cmax values 4.2-fold the mean Cmax for the therapeutic 
dose (125/25 mcg) at steady state for VI. Following repeat dosing of inhaled vilanterol, 
up to 2.4-fold accumulation is expected at steady state. It is expected from single dose 
drug interaction study that co-administration of VI with ketoconazole, the AUC(0-t) will 
be 90% higher suggesting an increase in half-life of VI. The Cmax was not affected. 
However, upon multiple administration of the drug with ketoconazole, higher Cmax 
(greater that 2.4-fold) is expected because of accumulation and increase in half-life.  The 
concentrations achieved at the supratherapeutic dose for VI at steady state are likely to be 
above those for the predicted worst case scenario (drug interaction with ketoconazole) for 
VI. The supratherapeutic dose (500/100 mcg) of UMEC/VI produces mean Cmax values 
4.2-fold the mean Cmax for the therapeutic dose (125/25 mcg) at steady state for UMEC. 
Following repeat dosing of inhaled UMEC, up to 1.5- to 2-fold accumulation is expected 
at steady state.  The concentrations achieved at the supratherapeutic dose for UMEC at 
steady state are likely to be above those for the predicted worst case scenario 
(accumulation due to repeated dose) for UMEC.  

Reference ID: 3303856







 

 5

• To estimate the effect of umeclidinium (UMEC, GSK573719)/vilanterol (VI, 
GW642444) 125/25 mcg on the QT interval using Fridericia’s correction (QTcF) 
as compared with placebo after 10 days’ dosing 

• To estimate the effect of UMEC 500 mcg (four times the highest combination 
dose being evaluated in Phase III trials) on the QTcF interval as compared with 
placebo after 10 days’ dosing 

  
Secondary objectives: 

• To estimate the effect of UMEC/VI 500/100 mcg (four times the highest 
combination dose being evaluated in Phase III trials) on the QTcF interval as 
compared with placebo after 10 days’ dosing 

• To estimate the effect of UMEC/VI 125/25 mcg and 500/100 mcg on the 
individual QT correction (QTci) and Bazett’s correction (QTcB) interval as 
compared with placebo after 10 days’ dosing 

• To estimate the effect of UMEC 500 mcg, on the QTci and QTcB interval as 
compared with placebo after 10 days’ dosing 

• To estimate the effect of a single oral dose of 400 mg moxifloxacin on the QTcF 
interval as compared with placebo on Day 10 

• To estimate the effect of a single oral dose of 400 mg moxifloxacin on the QTci 
and QTcB interval as compared with placebo on Day 10 

• To estimate the effect of all active treatments on other cardiac 
electrophysiological parameters as compared with placebo after 10 days’ dosing 

• To characterize the pharmacokinetic profiles of UMEC and VI when administered 
in combination via novel dry powder inhaler (NDPI) 

• To characterize the pharmacokinetic profile of supra-therapeutic dose of UMEC 
when administered as monotherapy via NDPI 

• To explore the relationship between pharmacokinetic concentration and QT 

4.2.5 Study Description 

4.2.5.1 Design 
This was a randomized, placebo-controlled, four-period incomplete block crossover study 
in healthy male and female subjects. Screening took place within 28 days prior to the first 
dose.  Eligible subjects were randomized to receive four of five possible, 10-day repeat 
dose treatments. Treatments were placebo with a moxifloxacin placebo on Day 10, 
placebo with moxifloxacin (400 mg) on Day 10, UMEC/VI combination (125/25 mcg) 
with moxifloxacin placebo on Day 10, UMEC/VI combination (500/100 mcg) with 
moxifloxacin placebo on Day 10, or UMEC (500 mcg) with moxifloxacin placebo on 
Day 10.  Treatment periods were separated by a washout of at least 10 days. The overall 
duration of each subject's participation in the study, from screening to follow-up, was 
approximately 16 weeks. A follow-up visit was held within 10 days of the final dose. 
 
Treatment periods were separated by a washout of at least 10 days. The overall duration 
of each subject's participation in the study, from screening to follow-up, was 
approximately 16 weeks. A follow-up visit was held within 10 days of the final dose. 
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4.2.5.2 Controls 
The Sponsor used both placebo and positive (moxifloxacin) controls. 

4.2.5.3 Blinding 
All treatments were double blind except for moxifloxacin (400 mg) and moxifloxacin 
placebo controls, given as a single-blind single dose on Day 10 of the appropriate 
treatment period. 

4.2.6 Treatment Regimen 

4.2.6.1 Treatment Arms 
 

All subjects were randomly assigned to 1 of 5 treatments (A, B, C, D A or E) to one of 
the twenty possible sequences of regimens provided in the table below:  

• A: Placebo 1–10 Single inhalation from matching placebo NDPI once 
• B: Moxifloxacin positive control 
• C: UMEC 500 mcg supra-therapeutic dose 
• D: UMEC/VI 125/25 mcg therapeutic dose 
• E: UMEC/VI 500/100 mcg supratherapeutic dose 

 
          Table 3: Sequences of Treatment Regimens 
  

A E D C 
B A E D
C B A E
D C B A 
E D C B

    
A B C D
B C D E 
C D E A
D E A B
E A B C 

    
A D B E
B E C A
C A D B 
D B E C
E C A D

    
A C E B 
B D A C
C E B D
D A C E 
E B D A
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4.2.6.2 Sponsor’s Justification for Doses 
The effects of inhaled UMEC/VI combination were assessed at the anticipated 
therapeutic clinical dose as well as the inhaled UMEC/VI combination and UMEC 
monotherapy at a higher supratherapeutic dose representing a four times multiple of the 
anticipated clinical dose. 
 
Reviewer’s Comment:  The supratherapeutic dose (500/100 mcg) of UMEC/VI produces 
mean Cmax values 4.2-fold the mean Cmax for the therapeutic dose (125/25 mcg) at steady 
state for VI. Following repeat dosing of inhaled vilanterol, up to 2.4-fold accumulation is 
expected at steady state. It is expected from single dose drug interaction study that co-
administration of VI with ketoconazole, the AUC(0-t) will be 90% higher suggesting an 
increase in half-life of VI. The Cmax was not affected. However, upon multiple 
administration of the drug with ketoconazole, higher Cmax (greater that 2.4-fold) is 
expected because of accumulation and increase in half-life.  The concentrations achieved 
at the supratherapeutic dose for VI at steady state are likely to be above those for the 
predicted worst case scenario (drug interaction with ketoconazole) for VI. The 
supratherapeutic dose (500/100 mcg) of UMEC/VI produces mean Cmax values 4.2-fold 
the mean Cmax for the therapeutic dose (125/25 mcg) at steady state for UMEC. 
Following repeat dosing of inhaled UMEC, up to 1.5- to 2-fold accumulation is expected 
at steady state.  The concentrations achieved at the supratherapeutic dose for UMEC at 
steady state are likely to be above those for the predicted worst case scenario 
(accumulation due to repeated dose) for UMEC. Since the concentrations achieved by the 
supratherapeutic dose covers the worst case scenario for VI and UMEC, the 
supratherapeutic dose is adequate. 

4.2.6.3 Instructions with Regard to Meals 
Subjects were given standard meals and snacks during the following time intervals: 4 h–
4.5 h, 10 h ±0.5 h and 14–16 h post-dose. Water was permitted ad libitum except for 1 h 
either side of dosing. 

Reviewer’s Comment:  This is a product for inhalation. Thus food effects are not 
anticipated.  

4.2.6.4 ECG and PK Assessments 
ECG and PK sampling on day 10 of the treatment period is shown in Table 4. ECG and 
PK samples were collected pre-dose, 5 min, 10 min, 30 min, 1 h, 2h, 4 h, 8 h, 12 h, 16h 
and 24 after drug administration. 
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  Table 4: PK and ECG Sampling on Days 9-10, Periods 1-4 

 
Source: Sponsor’s Table 5 from Clinical Study report 

Reviewer’s Comment:  ECG/PK samples were collected frequently enough to monitor the 
effects of the drug over a 24-hour interval.  Frequent samples were collected around 
Tmax (5-15 min) of the drug in order to detect changes in the QT interval at maximum 
drug concentrations. The ECG and PK samples were collected at steady state on day 10.  

4.2.6.5 Baseline 
The sponsor used pre-dose QTc values on day 10 as baseline. 

4.2.7 ECG Collection 
Intensive 12-Lead Holter monitoring will be used to obtain digital ECGs. Standard 12-
Lead ECGs will be obtained while subjects are recumbent. 

4.2.8 Sponsor’s Results 

4.2.8.1 Study Subjects 
Of the 103 (48 female and 55 male) subjects enrolled the study, 86 subjects (83%) 
completed the study. 
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4.2.8.2 Statistical Analyses 

4.2.8.2.1 Primary Analysis 
The primary endpoint was baseline-adjusted mean differences between UMEC/VI 125/25 
mcg and placebo, and between UMEC 500 mcg and placebo on Day 10.  The sponsor 
used an analysis of covariance (ANCOVA) model and the results are presented in Table 5.  
This model included period, time, treatment, and time-by-treatment interaction as fixed 
effect terms, subjects as a random effect, and subject and period baseline QTcF were 
included as covariate.  The upper limits of the 2-sided 90% CIs for UMEC/VI 125/25 
mcg, UMEC/VI 500/100 mcg and UMEC 500 mcg were below 10 ms.   
 

Table 5: Sponsor Results ΔΔQTcF for UMEC/VI 125/25mcg, UMEC/VI 500/100 
mcg, UMEC 500 mcg and Moxifloxacin 400 mg 

 
Time                        Adjusted Means (msec)                          Treatment Difference (90% CI) (msec) 
Point         Pbo    Moxi   UMEC  UMEC/VI   UMEC/VI 

400      500       125/25      500/100        B – A           C – A           D – A           E – A 
mg      mcg        mcg          mcg 

(A)      (B)       (C)          (D)             (E) 
Pre-dose     0.6      -1.6      -0.9         -1.9            -1.6             -2.3              -1.5              -2.5              -2.2 

(-4.1,-0.4)     (-3.3, 0.3)     (-4.3,-0.7)    (-4.1,-0.4) 
5 mins        -1.9     -3.3      -4.0         -0.3            2.2             -1.4              -2.1               1.6               4.2 

(-3.8, 1.0)     (-4.4, 0.3)     (-0.8, 3.9)     ( 1.8, 6.5) 
10 mins       1.7      0.1      -1.2          6.0             8.2             -1.6              -2.9               4.3               6.4 

(-3.7, 0.5)     (-5.0,-0.9)     ( 2.2, 6.4)     ( 4.3, 8.5) 
30 mins      -1.6      3.2      -2.4          2.6             6.6              4.8               -0.8               4.2               8.2 

( 2.8, 6.7)     (-2.8, 1.1)     ( 2.3, 6.1)    ( 6.2,10.2)
1 h              0.0      8.1      -1.0         -0.8            0.5              8.1               -1.0              -0.8               0.5 

( 6.2, 9.9)     (-2.9, 0.8)     (-2.6, 1.0)     (-1.4, 2.3) 
2 h              0.5      8.2      -1.6         -1.1            -0.4             7.7               -2.1              -1.5              -0.8 

( 6.0, 9.4)     (-3.8,-0.4)     (-3.2, 0.1)     (-2.5, 0.9) 
4 h              0.5     10.1     -1.3         -0.4            -0.1             9.7               -1.8              -0.9              -0.6 

(8.0, 11.3)    (-3.5,-0.1)     (-2.6, 0.8)     (-2.3, 1.1) 
8 h              -7.7      1.3      -8.7         -8.2           -8.0            9.0              -1.0              -0.5             -0.4 

(7.4, 10.5)    (-2.5, 0.6)     (-2.0, 1.1)     (-1.9, 1.2)
12 h            -4.5      1.2      -5.3         -5.5            -4.3             5.7               -0.8              -1.0               0.3 

( 4.1, 7.3)     (-2.5, 0.8)     (-2.6, 0.6)     (-1.4, 1.9) 
16 h            2.2      6.7       0.3          0.9             1.1              4.6               -1.8              -1.2              -1.1 

( 2.9, 6.3)     (-3.6,-0.1)     (-3.0, 0.5)     (-2.8, 0.6) 
24 h            -2.9      1.8      -4.0         -4.1            -4.5             4.7               -1.1              -1.2              -1.6 

( 3.1, 6.3)     (-2.7, 0.5)     (-2.8, 0.4)     (-3.2, 0.0) 
Pbo=placebo; Moxi=moxifloxacin; CI=confidence interval. 
Source:  Clinical Study Report No., Section 5.1, Table 10, Pg 34/647 

Reviewer’s Comments: We will provide our independent analysis results in Section 5.2. 
Our analyses results are similar as provided by the sponsor. 
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4.2.8.2.2 Assay Sensitivity 
The sponsor used the same ANCOVA model to analyze the ΔQTcF effect for 
moxifloxacin.  The analysis results were presented in Table 5.  The lower limit of the 
two-sided 90% CI was greater than 5 ms.  Thus, assay sensitivity in this thorough QTcF 
study was established.  

4.2.8.2.3 Categorical Analysis 
Categorical analysis was used to summarize in the categories of QTc ≤450 ms, between 
450 ms and 480 ms, between 480 ms and 500 ms, and >500 ms, and changes from 
baseline QTc ≤30 ms, between 30 and 60 ms, and >60 ms. No subject’s absolute QTc > 
480 ms and ΔQTc >60 ms.  

4.2.8.3 Safety Analysis 
There were no serious adverse events. Four subjects had AEs that led to withdrawal from 
the study. 

Subject 103 was withdrawn for non-drug related gastroenteritis that began 6 days after 
the first UMEC/VI 125/25 mcg dose. 

Subject 116, was withdrawn after 9 days of UMEC/VI 500/100 mcg dosing in Period 1 
due to intermittent palpitations and chest pain of mild intensity. The palpitations began 11 
minutes after the first dose and lasted 8 days; the chest pain began 6 days after the first 
dose and lasted 5 days. Both AEs were considered possibly related to study medication 
by the investigator. 
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Subject 144 was withdrawn for non-drug related contact dermatitis that began 11 days 
after the first inhaled placebo dose. 

Subject 192 was withdrawn for an alanine aminotransferase (ALT) increase >3 x the 
upper limit of normal that began 8 days after the first inhaled placebo dose and was 
attributed to (blinded) study medication by the investigator. 

4.2.8.4 Clinical Pharmacology 

4.2.8.4.1 Pharmacokinetic Analysis 
The PK parameters on day 10 are presented in Table 6 (UMEC) and Table 7 (VI). The 
concentration-time profiles on day 10 for UMEC and VI are shown in Figure 1 and 
Figure 2. Following administration of 500/100 mcg of UMEC/VI (supratherapeutic dose) 
Cmax and AUC0-τ values of UMEC in the thorough QT study were 4.2-fold and 4.3-fold 
values seen with 125/25 mcg of UMEC/VI, the highest intended clinical dose. Following 
administration of 500 mcg of UMEC (supratherapeutic dose of UMEC) Cmax and AUC0-τ 
values of UMEC were 4.6-fold and 4.9-fold values seen with 125/25 mcg of UMEC/VI. 
f\Following administration of 500/100 mcg of UMEC/VI Cmax and AUC0-τ values of VI 
were 4.5-fold and 4.3-fold values seen with 125/25 mcg of UMEC/VI. 
 

Table 6: Sponsor’s Mean PK parameters for UMEC on Day 10 

 
Source: Table 15 in Clinical Study report 
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Figure 1: Sponsor’s Mean UMEC concentration-time profiles on Day 10 

 

 
 

Source: Figure 11.3 in Clinical Study report. 
 

Table 7: Sponsor’s Mean PK parameters for VI on Day 10 

 
Source: Table 16 in Clinical Study report 
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Figure 2: Sponsor’s Mean VI concentration-time profiles on Day 10 

 

 
 
Source: Figure 11.6 in Clinical Study report 

4.2.8.4.2 Exposure-Response Analysis 
A nonlinear mixed-effect model successfully described the relationship between QTcF, 
UMEC, and VI with additive drug effects of UMEC and VI. In this mixed-effects 
analysis of study DB2114635, time-matched observed UMEC and VI plasma 
concentrations were used to develop a systemic exposure-response model describing the 
concentration-QTcF effect of these drugs in healthy subjects. A nonlinear mixed-effects 
model successfully described the relationship between QTcF, UMEC, and VI with model 
terms for baseline, placebo, drug effects of UMEC and VI. The QTc prolongation effect 
of VI systemic exposure was adequately described by a saturable relationship. The 
decreasing QTc effect of UMEC systemic exposure was adequately described by a linear 
model. Simulations of the model typical parameters were carried out at the geometric 
mean observed Cmax for each treatment. As shown in Table 8 for the supratherapeutic 
monotherapy, the estimated mean UMEC drug effect was -2.38 msec (-3.82, -0.85 msec 
90% PI) at the geometric mean observed UMEC Cmax. The combined additive drug 
effect was estimated to be 5.39 msec (4.40, 6.47) and 5.22 msec (3.72, 6.80) for the 
therapeutic and supratherapeutic combinations, respectively. Decreased QTcF following 
UMEC monotherapy, along with increased QTcF observed for the combination therapies 
in this study suggest the effect is possibly attributable to the VI component of the 
combination treatment.The sponsor investigated the time-lag between concentration and 
effect. As shown in Figure 4, the ΔΔQTcF closely tracked the time-course of plasma VI 
concentrations for both the therapeutic and supratherapeutic combination treatments. 
With no evidence of a substantial time-delay in concentration-effect, direct-effect models 
were used to relate VI and UMEC concentrations to time-matched QTcF measurements. 
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Table 8: Sponsor’s Mean QTcF model predictions from exposure-response analysis 

 

Source: Sponsor’s Table 17 in Clinical Study report 

 

Figure 3: Diagnostic plots from the Sponsor’s Model 

 
Source: Figure 40 of Attachment 2 of Clinical Study report 
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Figure 6: Mean and 90% CI ΔΔQTcF Time Course for and Moxifloxacin 400 mg 
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5.2.1.4 Categorical Analysis 
Table 12 lists the number of subjects as well as the number of observations whose QTcF 
values are ≤ 450 ms, between 450 ms and 480 m, and between 480 ms and 500 ms.  No 
subject’s QTcF is above 480 ms. 
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6 APPENDIX 

6.1 HIGHLIGHTS OF CLINICAL PHARMACOLOGY 
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Comments:       

 
 
If no, for an NME NDA or original BLA , include the 
reason.  For example: 

o this drug/biologic is not the first in its class 
o the clinical study design was acceptable 
o the application did not raise significant safety 

or efficacy issues 
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease 

 

Date if known:   
  NO 
  To be determined 

 
Reason:       
 
 

 Abuse Liability/Potential 
 
 
 
Comments:       
 

X  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 

 If the application is affected by the AIP, has the 
division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance?  

 
Comments:       

 

X  Not Applicable 
  YES 
  NO 

CLINICAL MICROBIOLOGY 
 
 
 
Comments:       

X  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
CLINICAL PHARMACOLOGY 
 
 
 
Comments:       

  Not Applicable 
X  FILE 

  REFUSE TO FILE 
 

  Review issues for 74-day letter 

 Clinical pharmacology study site(s) inspections(s) 
needed? 

 

  YES 
X  NO 

BIOSTATISTICS 
 
 
 
Comments:       
 

  Not Applicable 
X  FILE 

  REFUSE TO FILE 
 

  Review issues for 74-day letter 

NONCLINICAL   Not Applicable 
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(PHARMACOLOGY/TOXICOLOGY) 
 
 
 
Comments:       
 

X  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 
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IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only) 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

PRODUCT QUALITY (CMC) 
 
 
 
Comments:  

  Not Applicable 
X  FILE 

  REFUSE TO FILE 
 
X  Review issues for 74-day letter 
 

Environmental Assessment 
 
 Categorical exclusion for environmental assessment 

(EA) requested?  
 
If no, was a complete EA submitted? 

 
 
If EA submitted, consulted to EA officer (OPS)? 
 

Comments:       
 

  Not Applicable 
 
X YES 

  NO 
 

 YES 
  NO 

 
 YES 
  NO 

 

Quality Microbiology (for sterile products) 
 
 Was the Microbiology Team consulted for validation 

of sterilization? (NDAs/NDA supplements only) 
 
Comments:       

 

X  Not Applicable 
 

 YES 
  NO 

 
 

Facility Inspection 
 
 Establishment(s) ready for inspection? 
 
 
 Establishment Evaluation Request (EER/TBP-EER) 

submitted to OMPQ? 
 

 
Comments:       
 

  Not Applicable 
 
X  YES 

  NO 
 
X  YES 

  NO 

Facility/Microbiology Review (BLAs only) 
 
 
 
Comments:       

X  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 
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 BLA/BLA supplements: If filed, send 60-day filing letter 

 
 If priority review: 

 notify sponsor in writing by day 60 (For BLAs/BLA supplements: include in 60-day 
filing letter; For NDAs/NDA supplements: see CST for choices) 

 
 notify OMPQ (so facility inspections can be scheduled earlier) 

X  Send review issues/no review issues by day 74 
 

X Conduct a PLR format labeling review and include labeling issues in the 74-day letter 
 

X Update the PDUFA V DARRTS page (for NME NDAs in “the Program”) 
 BLA/BLA supplements: Send the Product Information Sheet to the product reviewer and 

the Facility Information Sheet to the facility reviewer for completion. Ensure that the 
completed forms are forwarded to the CDER RMS-BLA Superuser for data entry into 
RMS-BLA one month prior to taking an action  [These sheets may be found in the CST 
eRoom at:  
http://eroom.fda.gov/eRoom/CDER2/CDERStandardLettersCommittee/0 1685f ] 

 Other 
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Appendix A (NDA and NDA Supplements only) 
 

NOTE: The term "original application" or "original NDA" as used in this appendix 
denotes the NDA submitted. It does not refer to the reference drug product or "reference 
listed drug." 
 
An original application is likely to be a 505(b)(2) application if: 
 

(1) it relies on published literature to meet any of the approval requirements, and the 
applicant does not have  a written right of reference to the underlying data.   If 
published literature is cited in the NDA but is not necessary for approval, the 
inclusion of such literature will not, in itself, make the application a 505(b)(2) 
application, 

(2) it relies for approval on the Agency's previous findings of safety and efficacy for 
a listed drug product and the applicant does not own or have right to reference the 
data supporting that approval, or  

(3) it relies on what is "generally known" or "scientifically accepted" about a class of 
products to support the safety or effectiveness of the particular drug for which the 
applicant is seeking approval.  (Note, however, that this does not mean any 
reference to general information or knowledge (e.g., about disease etiology, 
support for particular endpoints, methods of analysis) causes the application to be 
a 505(b)(2) application.) 

 
Types of products for which 505(b)(2) applications are likely to be submitted include: 
fixed-dose combination drug products (e.g., heart drug and diuretic (hydrochlorothiazide) 
combinations); OTC monograph deviations (see 21 CFR 330.11); new dosage forms; new 
indications; and, new salts.  
 
An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the 
original NDA was a (b)(1) or a (b)(2).   

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the 
information needed to support the approval of the change proposed in the supplement.  
For example, if the supplemental application is for a new indication, the supplement is a 
505(b)(1) if: 

(1) The applicant has conducted its own studies to support the new indication (or 
otherwise owns or has right of reference to the data/studies), 

(2) No additional information beyond what is included in the supplement or was 
embodied in the finding of safety and effectiveness for the original application or 
previously approved supplements is needed to support the change.  For example, 
this would likely be the case with respect to safety considerations if the dose(s) 
was/were the same as (or lower than) the original application, and. 

(3) All other “criteria” are met (e.g., the applicant owns or has right of reference to 
the data relied upon for approval of the supplement, the application does not rely 
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for approval on published literature based on data to which the applicant does not 
have a right of reference). 

 

An efficacy supplement is a 505(b)(2) supplement if: 

(1) Approval of the change proposed in the supplemental application would require 
data beyond that needed to support our previous finding of safety and efficacy in 
the approval of the original application (or earlier supplement), and the applicant 
has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own. For example, if the change were for a 
new indication AND a higher dose, we would likely require clinical efficacy data 
and preclinical safety data to approve the higher dose. If the applicant provided 
the effectiveness data, but had to rely on a different listed drug, or a new aspect of 
a previously cited listed drug, to support the safety of the new dose, the 
supplement would be a 505(b)(2),  

(2) The applicant relies for approval of the supplement on published literature that is 
based on data that the applicant does not own or have a right to reference.  If 
published literature is cited in the supplement but is not necessary for approval, 
the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement, or 

(3) The applicant is relying upon any data they do not own or to which they do not 
have right of reference.  

 
If you have questions about whether an application is a 505(b)(1) or 505(b)(2) 
application, consult with your OND ADRA or OND IO. 
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REGULATORY PROJECT MANAGER  
PHYSICIAN’S LABELING RULE (PLR) FORMAT REVIEW  

OF THE PRESCRIBING INFORMATION 
 

To be completed for all new NDAs, BLAs, Efficacy Supplements, and PLR Conversion Supplements 
 
Application: NDA 203975 
 
Application Type: New NDA  
 
Name of Drug: Anoro Ellipta/ umeclidinium-vilanterol  
 
Applicant: Glaxo Group, d/b/a GlaxoSmithKline 
 
Submission Date: December 18, 2012 
 
Receipt Date: December 18, 2012 

 

1.0 Regulatory History and Applicant’s Main Proposals 
NME NDA 203975 submitted December 18, 2013 by GlaxoGroup for the maintenance treatment of airflow 
obstruction in patients with COPD, including chronic bronchitis and emphysema 
 
2.0 Review of the Prescribing Information (PI) 
This review is based on the applicant’s submitted Microsoft Word format of the PI.  The applicant’s 
proposed PI was reviewed in accordance with the labeling format requirements listed in the “Selected 
Requirements for Prescribing Information (SRPI)” checklist (see the Appendix).    
 
3.0 Conclusions/Recommendations 
 
SRPI format deficiencies were identified in the review of this PI.  For a list of these deficiencies see 
the Appendix.    
 
All SRPI format deficiencies of the PI and other labeling issues identified above will be conveyed to 
the applicant in the 74-day letter/an advice letter. The applicant will be asked to correct these 
deficiencies and resubmit the PI in Word format by March 15, 2013. The resubmitted PI will be used 
for further labeling review. 

RPM PLR Format Review of the PI:  Last Updated May 2012                                                                                                                  Page 1 of 8 
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5.0 Appendix 
 

Selected Requirements of Prescribing Information (SRPI) 
 

The Selected Requirement of Prescribing Information (SRPI) version 2 is a 48-item, drop-down 
checklist of critical format elements of the prescribing information (PI) based on labeling 
regulations (21 CFR 201.56 and 201.57) and labeling guidances. 
 
 
 

 

Highlights (HL) 

GENERAL FORMAT  

1. Highlights (HL) must be in two-column format, with ½ inch margins on all sides and in a 
minimum of 8-point font.  

Comment:        

YES 

2. The length of HL must be less than or equal to one-half page (the HL Boxed Warning does not 
count against the one-half page requirement) unless a waiver has been is granted in a previous 
submission (i.e., the application being reviewed is an efficacy supplement).   

Instructions to complete this item:  If the length of the HL is less than or equal to one-half page 
then select “YES” in the drop-down menu because this item meets the requirement.  However, if 
HL is longer than one-half page:  

YES 

 For the Filing Period (for RPMs) 

 For efficacy supplements:  If a waiver was previously granted, select “YES” in the drop-
down menu because this item meets the requirement.   

 For NDAs/BLAs and PLR conversions:  Select “NO” in the drop-down menu because 
this item does not meet the requirement (deficiency).  The RPM notifies the Cross-
Discipline Team Leader (CDTL) of the excessive HL length and the CDTL determines if 
this deficiency is included in the 74-day or advice letter to the applicant. 

 For the End-of Cycle Period (for SEALD reviewers) 

 The SEALD reviewer documents (based on information received from the RPM) that a 
waiver has been previously granted or will be granted by the review division in the 
approval letter.    

Comment:        

3. All headings in HL must be presented in the center of a horizontal line, in UPPER-CASE letters 
and bolded. 

Comment:        

YES 

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

Comment:        
YES 

5. Each summarized statement in HL must reference the section(s) or subsection(s) of the Full 
Prescribing Information (FPI) that contains more detailed information. The preferred format is 
the numerical identifier in parenthesis [e.g., (1.1)] at the end of each information summary (e.g. 
end of each bullet). 

Comment:        

YES 
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6. Section headings are presented in the following order in HL: YES 
Section Required/Optional 
 Highlights Heading Required 
 Highlights Limitation Statement  Required 
 Product Title  Required  
 Initial U.S. Approval  Required 
 Boxed Warning  Required if a Boxed Warning is in the FPI 
 Recent Major Changes  Required for only certain changes to PI*  
 Indications and Usage  Required 
 Dosage and Administration  Required 
 Dosage Forms and Strengths  Required 
 Contraindications  Required (if no contraindications must state “None.”) 
 Warnings and Precautions  Not required by regulation, but should be present 
 Adverse Reactions  Required 
 Drug Interactions  Optional 
 Use in Specific Populations  Optional 
 Patient Counseling Information Statement Required  
 Revision Date  Required 

* RMC only applies to the Boxed Warning, Indications and Usage, Dosage and Administration, Contraindications, 
and Warnings and Precautions sections. 

Comment:        

7. A horizontal line must separate HL and Table of Contents (TOC). 
Comment:        

YES 

 
HIGHLIGHTS DETAILS 
 
Highlights Heading 
8. At the beginning of HL, the following heading must be bolded and appear in all UPPER CASE 

letters: “HIGHLIGHTS OF PRESCRIBING INFORMATION”. 
Comment:        

YES 

 
Highlights Limitation Statement  
9. The bolded HL Limitation Statement must be on the line immediately beneath the HL heading 

and must state: “These highlights do not include all the information needed to use (insert 
name of drug product in UPPER CASE) safely and effectively. See full prescribing 
information for (insert name of drug product in UPPER CASE).”  

Comment:        

YES 

Product Title  

10. Product title in HL must be bolded.  

Comment:        

YES 

Initial U.S. Approval  

11. Initial U.S. Approval in HL must be placed immediately beneath the product title, bolded, and 
include the verbatim statement “Initial U.S. Approval:” followed by the 4-digit year. 

Comment:        

YES 

YES 
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Boxed Warning  

12. All text must be bolded. 

Comment:        

13. Must have a centered heading in UPPER-CASE, containing the word “WARNING” (even if 
more than one Warning, the term, “WARNING” and not “WARNINGS” should be used) and 
other words to identify the subject of the Warning (e.g., “WARNING: SERIOUS 
INFECTIONS”). 

Comment:        

YES 

14. Must always have the verbatim statement “See full prescribing information for complete boxed 
warning.” centered immediately beneath the heading. 

YES 

Comment:        

15. Must be limited in length to 20 lines (this does not include the heading and statement “See full 
prescribing information for complete boxed warning.”) 

Comment:        

YES 

16. Use sentence case for summary (combination of uppercase and lowercase letters typical of that 
used in a sentence). 

Comment:        

YES 

 

Recent Major Changes (RMC)  

17. Pertains to only the following five sections of the FPI: Boxed Warning, Indications and Usage, 
Dosage and Administration, Contraindications, and Warnings and Precautions. 

N/A 

Comment:        

18. Must be listed in the same order in HL as they appear in FPI. N/A 

Comment:        

19. Includes heading(s) and, if appropriate, subheading(s) of labeling section(s) affected by the 
recent major change, together with each section’s identifying number and date (month/year 
format) on which the change was incorporated in the PI (supplement approval date). For 
example, “Dosage and Administration, Coronary Stenting (2.2) --- 3/2012”.  

Comment:        

N/A 

20. Must list changes for at least one year after the supplement is approved and must be removed at 
the first printing subsequent to one year (e.g., no listing should be one year older than revision 
date). 

Comment:        

N/A 

Indications and Usage 

21. If a product belongs to an established pharmacologic class, the following statement is required in 
the Indications and Usage section of HL: [(Product) is a (name of class) indicated for 
(indication)].”  

Comment:        

YES 

Dosage Forms and Strengths 
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22. For a product that has several dosage forms, bulleted subheadings (e.g., capsules, tablets, 
injection, suspension) or tabular presentations of information is used. 

Comment:        

YES 

Contraindications 

23. All contraindications listed in the FPI must also be listed in HL or must include the statement 
“None” if no contraindications are known. 

YES 

Comment:        

24. Each contraindication is bulleted when there is more than one contraindication. 
Comment:  "Milk proteins & ingredients" - these two items should be separated and in bulleted 
form 
 

NO 

Adverse Reactions  

25. For drug products other than vaccines, the verbatim bolded statement must be present: “To 
report SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at 
(insert manufacturer’s U.S. phone number) or FDA at 1-800-FDA-1088 or 
www.fda.gov/medwatch”.  

Comment:        

YES 

Patient Counseling Information Statement  

26. Must include one of the following three bolded verbatim statements (without quotation marks):  
 

YES 

If a product does not have FDA-approved patient labeling: 

 “See 17 for PATIENT COUNSELING INFORMATION”  
 
 

If a product has FDA-approved patient labeling: 
 

 “See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling.”  

 “See 17 for PATIENT COUNSELING INFORMATION and Medication Guide.”  

 Comment:        

Revision Date 

27. Bolded revision date (i.e., “Revised: MM/YYYY or Month Year”) must be at the end of HL.   
Comment:        

YES 

 
 

Contents: Table of Contents (TOC) 
 

GENERAL FORMAT 

28. A horizontal line must separate TOC from the FPI. 
Comment:         

YES 

29. The following bolded heading in all UPPER CASE letters must appear at the beginning of TOC: 
“FULL PRESCRIBING INFORMATION: CONTENTS”. 

Comment:        

YES 
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30. The section headings and subheadings (including title of the Boxed Warning) in the TOC must 
match the headings and subheadings in the FPI. 

Comment:        

YES 

31. The same title for the Boxed Warning that appears in the HL and FPI must also appear at the 
beginning of the TOC in UPPER-CASE letters and bolded. 

Comment:        

YES 

32. All section headings must be bolded and in UPPER CASE.  

Comment:        

YES 

33. All subsection headings must be indented, not bolded, and in title case. 

Comment:        

YES 

34. When a section or subsection is omitted, the numbering does not change.  

Comment:        
YES 

35. If a section or subsection from 201.56(d)(1) is omitted from the FPI and TOC, the heading 
“FULL PRESCRIBING INFORMATION: CONTENTS” must be followed by an asterisk 
and the following statement must appear at the end of TOC: “*Sections or subsections omitted 
from the Full Prescribing Information are not listed.”  

Comment:  At end of TOC: F,P,I, not capitalized.  

NO 

 

Full Prescribing Information (FPI) 

GENERAL FORMAT 

36. The following heading must appear at the beginning of the FPI in UPPER CASE and bolded: 
“FULL PRESCRIBING INFORMATION”.  

Comment:        

YES 

37. All section and subsection headings and numbers must be bolded. 

Comment:        
YES 

38. The bolded section and subsection headings must be named and numbered in accordance with 
21 CFR 201.56(d)(1) as noted below. If a section/subsection is omitted, the numbering does not 
change. 

YES 

 

Boxed Warning 
1  INDICATIONS AND USAGE 
2  DOSAGE AND ADMINISTRATION 
3  DOSAGE FORMS AND STRENGTHS 
4  CONTRAINDICATIONS 
5  WARNINGS AND PRECAUTIONS 
6  ADVERSE REACTIONS 
7  DRUG INTERACTIONS 
8  USE IN SPECIFIC POPULATIONS 

8.1 Pregnancy 
8.2 Labor and Delivery 
8.3 Nursing Mothers 
8.4 Pediatric Use 
8.5 Geriatric Use 
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9  DRUG ABUSE AND DEPENDENCE 
9.1 Controlled Substance 
9.2 Abuse 
9.3 Dependence 

10  OVERDOSAGE 
11  DESCRIPTION 
12  CLINICAL PHARMACOLOGY 

12.1 Mechanism of Action 
12.2 Pharmacodynamics 
12.3 Pharmacokinetics 
12.4 Microbiology (by guidance) 
12.5 Pharmacogenomics (by guidance) 

13  NONCLINICAL TOXICOLOGY 
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 
13.2 Animal Toxicology and/or Pharmacology 

14  CLINICAL STUDIES 
15  REFERENCES 
16  HOW SUPPLIED/STORAGE AND HANDLING 
17  PATIENT COUNSELING INFORMATION 

Comment:        

 

39. FDA-approved patient labeling (e.g., Medication Guide, Patient Information, or Instructions for 
Use) must not be included as a subsection under Section 17 (Patient Counseling Information). 
All patient labeling must appear at the end of the PI upon approval. 

Comment:        

YES 

40. The preferred presentation for cross-references in the FPI is the section heading (not subsection 
heading) followed by the numerical identifier in italics.  For example, [see Warnings and 
Precautions (5.2)]. 

Comment:        

YES 

41. If RMCs are listed in HL, the corresponding new or modified text in the FPI sections or 
subsections must be marked with a vertical line on the left edge. 

Comment:         

N/A 

FULL PRESCRIBING INFORMATION DETAILS 
 

Boxed Warning 

42. All text is bolded. 

Comment:        
YES 

43. Must have a heading in UPPER-CASE, containing the word “WARNING” (even if more than 
one Warning, the term, “WARNING” and not “WARNINGS” should be used) and other words 
to identify the subject of the Warning (e.g., “WARNING: SERIOUS INFECTIONS”). 

Comment:        

YES 

44. Use sentence case (combination of uppercase and lowercase letters typical of that used in a 
sentence) for the information in the Boxed Warning. 

Comment:        

YES 

Contraindications 
45. If no Contraindications are known, this section must state “None”. YES 
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Comment:        

Adverse Reactions  

46. When clinical trials adverse reactions data is included (typically in the “Clinical Trials 
Experience” subsection of Adverse Reactions), the following verbatim statement or appropriate 
modification 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.” 

 

Comment:  Not verbatim statement:  
"compared WITH rates" - should be TO 

                  "observed in practice" - should be "observed in CLINICAL practice" 
 

NO 

47. When postmarketing adverse reaction data is included (typically in the “Postmarketing 
Experience” subsection of Adverse Reactions), the following verbatim statement or appropriate 
modification should precede the presentation of adverse reactions: 

 

“The following adverse reactions have been identified during post-approval use of (insert drug 
name).  Because these reactions are reported voluntarily from a population of uncertain size, it 
is not always possible to reliably estimate their frequency or establish a causal relationship to 
drug exposure.” 

 

Comment:        

N/A 

 

Patient Counseling Information 

48. Must reference any FDA-approved patient labeling, include the type of patient labeling, and use 
one of the following statements at the beginning of Section 17: 

NO 

 “See FDA-approved patient labeling (Medication Guide)” 
 “See FDA-approved patient labeling (Medication Guide and Instructions for Use)” 
 “See FDA-approved patient labeling (Patient Information)" 
 “See FDA-approved patient labeling (Instructions for Use)"       
 “See FDA-approved patient labeling (Patient Information and Instructions for Use)” 

Comment: Should not be in italics. 
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INTRODUCTION 
 
The applicant has submitted the results of several studies to support the efficacy and safety of the 
umeclidinium (UMEC) / vilanterol (VI) combination inhalation powder for once-daily 
maintenance bronchodilator treatment of airflow obstruction in patients with chronic obstructive 
pulmonary disorder (COPD).  UMEC, a long-acting muscarinic antagonist, and VI, a long-acting 
beta2-antagonist, have not been approved by the FDA as monotherapies.  The four clinical trials 
supporting the primary efficacy of the UMEC / VI combination product are studies DB2113361, 
DB2113373, DB2113360, and DB2113374, which we will refer to as studies 361, 373, 360, and 
374, respectively.  These were randomized, double-blind, parallel-group, 24-week clinical trials 
in COPD patients with moderate to very severe airflow obstruction and an extensive cigarette 
smoking history.  Studies 361 and 373 were placebo-controlled, while studies 360 and 374 were 
controlled against the active treatment tiotropium.  All four studies included both monotherapy 
and combination therapy treatment arms, but the choice of monotherapy arm(s) and dose of 
UMEC (either 62.5 or 125 mcg) differed across studies.  The pre-specified primary efficacy 
endpoint was the change from baseline in mean trough FEV1 at Day 169.  The pre-specified 
secondary efficacy endpoint was the change from baseline in weighted mean FEV1 0 to 6 hours 
post-dose on Day 168.  A number of other efficacy endpoints were pre-specified, including 
additional spirometry measurements, Shortness of Breath with Daily Activities (SOBDA) score, 
rescue salbutamol use, COPD exacerbation, and St. George’s Respiratory Questionnaire (SQRQ) 
score. 
 
 
FILING SUMMARY 
 
There are no filing issues from a statistical perspective.  We are able to locate necessary data 
files, summaries, and reports, and data sets are accessible and appropriately documented.  Safety 
and efficacy were investigated by gender, racial, and age subgroups.  
 
 
POTENTIAL REVIEW ISSUES 
 
We have identified the following topics to be further assessed as part of the statistical review of 
this application: (1) evidence supporting the contribution of VI to the efficacy of the combination 
therapy, (2) the potential impact of missing data on the reliability of efficacy and safety results, 
and (3) evidence supporting the approval of both doses of the combination product (containing 
UMEC 62.5 and 125 mcg). 
 
With respect to the impact of missing data, we do not find the sensitivity analyses provided by 
the applicant 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 the applicant provides results based on 
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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.   
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