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1 Recommendations/Risk Benefit Assessment

1.1 Recommendation on Regulatory Action

At the time of this review, the preliminary recommended regulatory action from a clinical 
perspective for fluticasone furoate (FF) 100 and 200 mcg inhalation powder is Approval.
Per my review of the risk benefit assessment, the submitted data support approval of FF 
at both dose strengths for the maintenance treatment of asthma in patients 12 years of 
age and older.  

1.2 Risk Benefit Assessment

The proposed indication for fluticasone furoate (FF) is the long-term, once-daily 
maintenance treatment of asthma.  To support the proposed indication, the Applicant 
conducted a large clinical development program, which included three dose-ranging 
studies (FFA109687, FFA109685, FFA109684) and three confirmatory clinical studies
(FFA112059, HZA106827, FFA114496).  The 8-week dose ranging studies evaluated 
eight doses of FF ranging from 25 to 800 mcg once daily.  Based on the dose ranging 
studies, FF 100 mcg and 200 mcg were chosen for evaluation in the confirmatory 
studies. The confirmatory studies ranged in duration from 12 to 24 weeks, with mean 
change from baseline in trough FEV1 as the primary efficacy endpoint.  Additionally, 
study HZA106827 had a co-primary endpoint of mean change from baseline in the 
weighted mean serial FEV1 over the 24 hours post-dose at Week 12.

The benefit FF 100 mcg provides was demonstrated through comparison to placebo in 
2 studies (FFA112059 and HZA106827).  In both studies FF 100 mcg demonstrated a 
statistically significant improvement compared to placebo. The efficacy of FF 100 mcg 
compared to placebo was also supported by serial FEV1 measurements over 24 hours 
in study HZA106827.

The benefit FF 200 mcg provides was demonstrated through comparison to FF 100 mcg
in study FFA114496. Due to the known poor dose response curve for ICS, a statistically 
significant difference between dose strengths is not required. In this study, there was a 
numerical trend towards slightly greater FEV1 improvement with the higher 200 mcg 
dose. In general, secondary endpoints (e.g. rescue-free 24 hour periods, symptom-free 
24 hour periods, PM PEF, and ACT scores) also demonstrated the added benefit of FF 
200 mcg over FF 100 mcg. In addition, the added benefit of the 200 mcg dose was also 
demonstrated in the two 8-week dose ranging studies, FFA109865 and 109867.

As a class, the risks of inhaled corticosteroids are well-established.  The adverse event 
profile of FF 100 mcg and 200 mcg appears to be similar to that of other approved ICS 
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An approval is recommended from the CMC team. From a CMC perspective, there are 
no outstanding issues.

4.2 Clinical Microbiology

The drug product is a dry powder for inhalation, and the Sponsor proposed a two-tiered 
microbial limits testing regimen. An approval of this application is recommended from 
the product quality microbiology team. Additional details can be found in Dr. Stephen 
Langille’s microbiology review dated June 18, 2014.

4.3 Preclinical Pharmacology/Toxicology

The recommendation from the preclinical review is Approval. Details can be found in the 
nonclinical review. All FF non clinical data were previously submitted to and reviewed in
NDA 22-051 (Veramyst nasal spray; approved April 27, 2007). Per the nonclinical 
review, FF possesses a toxicity profile typical of inhaled corticosteroids and the drug is 
non-genotoxic, non-carcinogenic and non-teratogenic.  

4.4 Clinical Pharmacology

4.4.1 Mechanism of Action

Fluticasone furoate is an inhaled corticosteroid that acts as an anti-inflammatory.
Corticosteroids have been shown to have a wide range of actions on multiple cell types 
(e.g., mast cells, eosinophils, neutrophils, macrophages, lymphocytes) and mediators 
(e.g., histamine, eicosanoids, leukotrienes, cytokines) involved in inflammation.  The 
use of ICS in asthma is considered the most effective treatment for maintenance 
control. 

4.4.2 Pharmacodynamics

Three dose selection trials, FFA 109687, 109685, and 109684, are depicted in Table 5
with the results in Figure 1. From these trials, the doses of 50, 100, and 200 mcg were 
carried into Phase 3 development. Once versus twice daily dosing was studied in trial 
FFA11202. These trials were previously reviewed in detail by Dr. Sofia Chaudhry in the 
review of the Breo Ellipta (NDA 204275) application for COPD, and are therefore briefly 
summarized here.

Trial FFA109687
Trial FFA109687 was a randomized, double-blind, double-dummy, placebo-controlled, 
parallel-group, dose-ranging trial evaluating four doses of FF (25, 50, 100, and 200 
mcg) once daily, FP (fluticasone propionate) 100 mcg twice-daily, and placebo.  A total 
of 601 adult and adolescent patients with persistent asthma, uncontrolled on non-ICS 
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5.2 Review Strategy

This clinical review will focus on those studies which are clinically relevant to 
demonstration of the efficacy and safety of FF 100 mcg and 200 mcg.  The dose-
ranging studies have been previously reviewed in detail as part of the Breo Ellipta 
application for COPD (NDA 204275), and are summarized in Section 4.4.2. 

The protocols of the confirmatory trials are described in Section 5.3.  The efficacy and 
safety results of the confirmatory trials are reviewed in Section 6 and Section 7,
respectively. Any supportive efficacy and safety data generated from other trials are 
reviewed in the applicable efficacy or safety section. 

5.3 Discussion of Individual Studies/Clinical Trials

5.3.1 Clinical Studies in Support of FF 100 mcg

5.3.1.1 Study FFA112059

Administrative Information:
 Study Title: A randomized, double-blind, double-dummy, placebo controlled (with 

rescue medication), multicenter study to evaluate the efficacy and safety of 
fluticasone furoate inhalation powder in the treatment of persistent asthma in 
adults and adolescents

 Study Dates: 6/30/10-1/16/12
 Study Sites:  US (197), Poland (61), Romania (41), Germany (24), Belgium (20)
 Study Report Date: April 2012

Objectives/Rationale

Primary:
 Efficacy and safety of FF 100 mcg administered once daily in the evening in 

adolescent and adult subjects 12 years of age and older with persistent bronchial 
asthma

Study Design and Conduct

Overview:
FFA112059 was a 24-week multicenter, randomized, placebo controlled (with rescue 
medication), double-blind, double-dummy, parallel group study. Subjects who met 
eligibility criteria entered in a 4-week run-in period while remaining on their ICS 
medication and receiving albuterol/salmeterol for rescue.  During the study, subjects 
maintained an electronic diary for twice daily PEF, asthma symptom score, and rescue 
medicine use. Subjects received a telephone call after visit 1 to ensure compliance, and 
subjects who were found to be compliant entered into visit 2. At visit 2, subjects were 
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Study Population

Inclusion Criteria

 Male or female subjects ≥ 12 years of age at visit 1
 Asthma diagnosis per NIH definition for at least 12 weeks with

 FEV1 40-90% at visit 1 based on NHANES III
 Post SABA >12% and >200 mL reversibility of FEV1
 On a stable dose of ICS for at least 4 weeks prior to visit 1

Exclusion Criteria
 History of life-threatening asthma in the past 10 years
 Unresolved respiratory infection in the past 4 weeks prior to visit 1 that led to a 

change in asthma medication or status
 Asthma exacerbation requiring oral corticosteroids or overnight hospitalization 

within 6 months prior to visit 1
 Concurrent respiratory disease or any clinically significant uncontrolled condition
 No visual evidence of candidiasis at visit 1
 Could not have used any investigational drug within 30 days prior to visit 1, or 

within five half-lives of the prior investigational drug
 Could not have used inhaled tobacco products in the 3 months prior to screening 

or have historical use of ≥10-pack years
 Severe milk protein allergy or specific drug allergies, or used prohibited 

medications as listed below within the specified time periods
o Within 12 weeks of visit 1 and during the study:

 Systemic steroids
 Xolair

o Within 4 weeks of visit 1 and during the study:
 Inhaled, oral, or transdermal long-acting beta 2-agonists
 Combination therapy containing long-acting beta 2-agonists and 

ICS for asthma 
o Following the morning of visit 1 and during the study:

 Theophyllines 
 Anti-leukotrienes including suppression of leukotriene production 

and antagonists
 Anticholinergics
 Ketotifen
 Nedocromil sodium
 Sodium cromoglycate

o Up to and including the morning of randomization (visit 2):
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 Inhaled corticosteroids: Subjects must have been maintained on a 
stable dose for 4 weeks prior to visit 1 and throughout the run-in 
period

o Subjects could not concurrently use any other prescription or over-the-
counter medication which may affect the course of asthma, or affect ICS 
metabolism (visit 1 to visit 9 inclusive), such as cytochrome P450 3A4 
inhibitors or β-adrenergic blocking agents

 Not have been previously treated with FF or FF/Vilanterol 
 No subject was permitted to perform night shift work for 1 week prior to visit 1 

until completion of the study treatment period

Randomization Criteria
At the end of the run-in period (visit 2), a subject was eligible to enter the treatment
period of the study if they met the following criteria:

 Evening pre-dose FEV1 between 40%-90% of their predicted normal
 Symptoms of asthma (a score of ≥1 on the daytime or nighttime asthma 

symptom scores) and/or daily albuterol/salbutamol on at least 4 of the last 7
consecutive days of the run-in period

 Compliance with baseline medication on at least 4 of the last 7 consecutive days 
of run-in 

 Compliance with completion of the daily diary

Subjects were not eligible for randomization to double-blind treatment if they met any of
the following criteria:

 Evidence of clinically significant abnormal laboratory tests during visit 1 which
were still abnormal upon repeat testing 

 Changes in asthma medication (excluding albuterol/salbutamol inhalation aerosol
provided at visit 1)

 Upper or lower respiratory tract infection that led to a change in asthma 
management or, in the opinion of the investigator, was expected to affect the 
subject’s asthma status 

 Evidence of a severe exacerbation, defined as requiring the use of systemic 
corticosteroids for at least 3 days or an in-patient hospitalization or emergency 
department visit due to asthma that required systemic corticosteroids

 Clinical visual evidence of oropharyngeal candidiasis 

Withdrawal Criteria
Reasons for withdrawal included:

 Subject experienced an adverse event
 Subject was lost to follow-up
 Subject experienced a protocol violation
 Subject experienced lack of efficacy
 The Sponsor terminated the study
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 Non-compliance
 Pregnancy
 Abnormal liver function test
 Abnormal laboratory results

A subject who met any of the following criteria was also to be withdrawn from the study:

 FEV1 below the FEV1 stability limit value (calculated as best pre-
salbutamol/albuterol FEV1 at visit 2 x 80%)

 During the 7 days immediately preceding any visit, the subject experienced either 
at least 4 days in which the PEF fell below the PEF stability limit (calculated as 
the mean morning PEF from the available 7 days preceding Visit 2 x 80%) or at 
least 3 days in which ≥12 inhalations/day of albuterol/salbutamol were used

 Subjects who experienced a protocol-defined severe exacerbation 
 Clinical asthma worsening, which in the opinion of the investigator required

additional asthma treatment other than study medication or study supplied
albuterol/salbutamol

 When liver chemistry threshold criteria were met
o ALT ≥3xULN and bilirubin ≥2xULN (>35% direct bilirubin)
o ALT ≥8xULN
o ALT ≥5xULN, but <8xULN that persists for ≥2 weeks
o ALT ≥3xULN if associated with the appearance or worsening of symptoms 

of hepatitis or hypersensitivity such as fatigue, nausea, vomiting, right 
upper quadrant pain or tenderness, fever, rash, or eosinophilia

o ALT ≥5xULN, but <8xULN and cannot be monitored weekly for >2 weeks

Permitted medications
 SABA
 Stable dose, for at least 4 weeks prior to visit 1, of an ICS
 Decongestants 
 Intranasal corticosteroids 
 Immunotherapy was permitted provided it was initiated 4 weeks prior to visit 1 

and the subject remained in the maintenance phase for the duration of the study
 Topical corticosteroids (≤1% hydrocortisone cream)
 Non-corticosteroid containing creams
 Short-acting and long-acting antihistamines 
 Antihistamine eye drops 

Study Treatments

Treatment groups were as follows:
 FF 100 mcg NDPI once daily in the evening/placebo diskus twice daily
 FP 250 mcg twice daily/placebo NDPI once daily in the evening
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 Placebo diskus twice daily/placebo NDPI once daily in the evening

All treatments were double-blinded. The FF 100 mcg NDPI single-strip formulation used 
was the to-be-marketed product. For the placebo, the NDPI and diskus contained the 
same foil packs with the active drug moieties removed and all other excipients 
remaining the same.

Compliance

Compliance was assessed by reviewing the dose counter on the NDPI and the diskus, 
and subjects who were not compliant were counselled on appropriate dosing of study 
drug.

Efficacy Endpoints

Primary Endpoint
 Mean change from baseline in clinic visit trough evening (between 5 pm and 1 

pm, pre-bronchodilator and pre-dose) FEV1 at the end of the 24-week treatment 
period

Nominated Powered Secondary Endpoint
 Mean change from baseline in the percentage of rescue-free 24-hour periods 

during the 24-week treatment period

Secondary Endpoints
 Mean change from baseline in daily trough (pre-dose and pre-rescue 

bronchodilator)
 PM PEF averaged over the 24-week treatment period
 Mean change from baseline in daily AM PEF averaged over the 24-week 

treatment period
 Mean change from baseline in the percentage of symptom-free 24-hour periods

during the 24-week treatment period
 Change from baseline in total AQLQ (+12) score at the end of week 12 and to the 

end of the 24-week treatment period 

Other Endpoints
 Change in Asthma Control Test (ACT) score from baseline (visit 2), at the end of

week 12 (visit 6) and at the end of the 24-week treatment period (visit 9)
 The number of withdrawals due to lack of efficacy during the 24-week treatment

period
 Global assessment of change at the end of week 4 (visit 4), week 12 (visit 6), and

24 weeks’ of treatment (visit 9)
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 Unscheduled healthcare contacts/resource utilization (for severe asthma
exacerbations and other asthma-related health care)

Safety Endpoints

 Incidence of AEs 
 Incidence of severe exacerbations 
 Incidence of oral and oropharyngeal candidiasis 
 Liver function safety assessments at screening (visit 1), week 12 (visit 6), and at

week 24 (visit 9) or early withdrawal 
 24-hour urine cortisol excretion collected for assessment at visit 2 and at the end 

of week 24 (visit 9)

Statistical Plan

The Sponsor planned to randomize a total of 330 subjects into this study in a ratio of 
1:1:1 giving 110 randomized subjects per arm. It was assumed that 5% of subjects 
would withdraw within the first 2 weeks and not contribute to the analysis which would 
yield 104 evaluable subjects per arm.

The overall power of the study to detect treatment differences across the specified 
treatment comparison of FF versus placebo for the primary endpoint and the nominated 
powered secondary endpoint was 90%.

The primary population for all analyses of efficacy measures, excluding urinary cortisol 
analyses, was the intent-to-treat (ITT) population. This population comprised all subjects 
randomized to treatment who received at least one dose of study medication.

For the analysis of the primary treatment comparison of change from baseline in clinic 
visit trough FEV1 at the end of the 24-week treatment period between FF 100 once daily 
versus placebo was derived using last observation carried forward (LOCF). Statistical 
analysis was performed using Analysis of Covariance (ANCOVA) with effects due to 
baseline FEV1, region, sex, age, and treatment group. The primary treatment 
comparison was also analyzed using a mixed model repeated measures model 
(MMRM).

Protocol Amendment

A single protocol amendment was made effective date January 28, 2011 and applied to 
all sites except those in Belgium. The amendment broadened the entry criteria and 
allowed for re-screening of individuals who previously did not qualify: 

 FEV1 entry criteria changed from 60% to 90% of their predicted normal to 40% to 
90% of their predicted normal
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 Changing the requirement for subjects to be on ICS medication for 12 weeks 
prior to visit 1 and on a stable dose for 4 weeks prior to visit 1 to subjects 
needing to have been on a stable dose for at least 4 weeks prior to visit 1 

 Allowing inclusion of subjects who were currently symptomatic on mid-dose ICS 

5.3.1.2 Study HZA106827

Administrative Information:
 Study Title: A randomized, double-blind, placebo-controlled (with rescue 

medication), parallel group multi-center study of fluticasone furoate/GW642444 
inhalation powder and fluticasone furoate Inhalation powder alone in the 
treatment of persistent asthma in adults and adolescents

 Study Dates: 8/20/2010-10/19/2011
 Study Sites: US (196), Poland (124), Romania (89), Ukraine (83), Germany (67), 

Japan (50)
 Study Report Date: April 2012

Objectives/Rationale

Primary:
 To compare the efficacy and safety of FF/VI inhalation powder 100/25 mcg and 

FF 100 mcg both administered once-daily in the evening in adolescent and adult 
subjects, 12 years of age and older, with persistent bronchial asthma over a 12-
week treatment period

Reviewer’s comment:  This study was part of the FF/VI development program, but 
because it also contains a placebo treatment group, was used by the sponsor to support 
the efficacy/safety of FF 100 mcg vs. placebo.

Study Design and Conduct

Overview:
This was a 12-week, multi-center, randomized, double-blind, placebo-controlled (with 
rescue medication), parallel group study. Subjects meeting all the eligibility criteria 
during visit 1 entered a four-week run-in period. At visit 3 (end of run-in), subjects were 
stratified according to their concurrent asthma medication (ICS or ICS/LABA). Once 
stratified, subjects were randomized to one of the following treatments via the NDPI for 
12 weeks:

 FF/VI (100 mcg/25 mcg) once daily in the evening
 FF (100 mcg) once daily in the evening
 Placebo once daily in the evening
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Withdrawal Criteria
Withdrawal criteria were the same as for Study FFA112059.

Permitted Medications
Permitted medications were similar to Study FFA112059 with the exception of no 
allowance of antihistamine eye drops.

Study Treatments

Treatment groups were as follows:
 FF 100 mcg one inhalation once daily in the evening via NDPI
 FF/VI 100/25 mcg one inhalation once daily in the evening via NDPI
 Placebo one inhalation once daily in the evening via NDPI

All treatments were double-blinded. The FF 100 mcg NDPI double-strip formulation that 
was used is not the to-be-marketed drug product. For the placebo, the NDPI contained 
the same foil packs with the active drug moieties removed with all other excipients 
remaining the same.

Compliance

Compliance was assessed by reviewing the dose counter on the NDPI at visits 4-7, and 
subjects who were not compliant were counselled on appropriate dosing of study drug.

Efficacy Endpoints

Co-primary Endpoints
 Mean change from baseline in clinic visit trough (pre-bronchodilator and pre-

dose) FEV1 at the end of the 84-week treatment period
 Weighted mean serial FEV1 over 0-24 hours post-dose calculated in a subset of 

subjects at the end of the 84-day double-blind treatment period. 24-hour serial 
FEV1 included post-dose assessments after 5, 15, 30 minutes and 1, 2, 3, 4, 5, 
12, 16, 20, 23 and 24 hours

Powered Secondary Endpoint
 Mean change from baseline in the percentage of rescue-free 24-hour periods 

during the 12-week treatment period

Secondary Endpoints
 Change from baseline in the percentage of symptom-free 24-hour periods during 

the 12-week treatment period
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 Change from baseline in total AQLQ (+12) score at the end of 12-week treatment 
period

 The number of withdrawals due to lack of efficacy during the 12-week treatment 
period

Other Endpoints
 Clinic visit 12-hour FEV1 at the end of the 84-day treatment period and was 

assessed in the subset of subjects that were performing serial FEV1 
assessments

 Weighted mean serial FEV1 over 0-24 hours post-dose calculated in a subset of 
subjects on day 0

 Weighted mean serial FEV1 over 0-4 hours post-dose calculated in the subset of 
subjects that were performing serial FEV1 assessments, on day 0 and day 84

 Time to onset of bronchodilator effect taken from serial measurements at visit 3
 Mean change from baseline in daily AM PEF averaged over the 12-week 

treatment period
 Mean change from baseline in daily PM PEF averaged over the 12-week 

treatment period
 Change from baseline in Asthma Control Test (ACT) at the end of the 12-week 

treatment period
 Global Assessment of Change at the end of 4, 8, and 12 weeks of treatment
 Unscheduled healthcare contacts/resource utilization (for severe asthma 

exacerbations and other asthma-related health care)
 Inhaler-use assessment at randomization, at the end of 2 weeks and 4 weeks of 

treatment
 Ease of use questions on inhaler at end of 4 weeks of treatment

Safety Endpoints

 Incidence of adverse events throughout the 12-week treatment period
 Incidence of severe asthma exacerbations throughout the 12-week treatment 

period
 Incidence of oropharyngeal candidiasis assessed by examination of the 

oropharynx at all clinic visits, including early withdrawal
 Clinical chemistry before and after the 12-week treatment period
 Serum potassium and glucose pre-dose on day 0 and 5-20 minutes post dose 

(Tmax for VI) on the first and last day of dosing in subset of subjects performing 
serial FEV1 assessments. Subjects were fasted for ≥ 4 hours prior to blood draw. 
The following endpoints were derived:

o change from baseline in potassium at day 0 and day 84
o change from baseline in glucose at day 0 and day 84

 Liver function safety assessments at screening (visit 1) and week 12 (visit 7) or
early withdrawal visit
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 24-hr urine cortisol excretion assessment before and at the end of the 12-week 
treatment period

 Vital signs (including pulse and blood pressure) were assessed at all clinic visits 
prior to dosing in all subjects. The following endpoints were derived:

o change from baseline in systolic blood pressure (BP) at day 84
o change from baseline in diastolic BP at day 84
o change from baseline in pulse rate at day 84

 12-lead ECG before dosing on day 0 and day 84 in all subjects
 In addition, for subjects NOT performing serial FEV1 measurements (~40%) 12-

lead ECG was also performed post-dose at Tmax (5-20 minutes for VI) on the
first and last day of dosing (day 0 and day 84) to derive the mean QTc and 
change from baseline in mean QTc

Statistical Plan
Approximately 570 subjects were randomized in a ratio of 1:1:1 to give 190 randomized 
subjects per arm. The sample size calculation assumed a 5% withdrawal rate in the first
2 weeks of the study and a 15% withdrawal rate over the whole treatment period of the 
study. This ensured 180 subjects per arm who contributed to the analysis of trough 
FEV1 and the analysis of % rescue-free 24-hour periods. 60% of all randomized 
subjects had serial FEV1 measurements at week 12 if they completed the treatment 
period. A 15% withdrawal rate ensured 96 subjects per arm who contributed to the 
analysis of weighted mean serial FEV1 over 0-24 hours at week 12.

The overall power of the study to detect treatment differences across the specified 
treatment comparisons for the co-primary endpoints and the nominated secondary 
endpoint was 83%.

The primary population for all analyses of efficacy and safety measures (excluding 
urinary cortisol analyses) was the ITT population which was comprised of all subjects 
who were randomized to treatment and who received at least one dose of study 
medication.

The primary analysis for both co-primary endpoints was performed using an Analysis of 
Covariance (ANCOVA) model allowing for the effects due to baseline (pre-dose 
measurement on day 0) FEV1, region, sex, age and treatment group. Estimated 
treatment differences for treatment comparisons were presented together with
95% Confidence Intervals (CIs) for the mean differences and p-values for comparisons, 
as appropriate.

For the analysis of trough FEV1, Last Observation Carried Forward (LOCF) was used to 
impute missing data. A supporting analysis was also performed using a Repeated
Measures Mixed Model. Missing data were not implicitly imputed in this analysis; 
however, all non-missing data for a subject were used within the analysis to estimate 
the day 84 treatment effects.
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Protocol Amendment

The original protocol was amended twice:
 August 31, 2010

o Applied to all sites
o Added a new European Union and International Medical Monitor
o Extended the pre-dose FEV1 and dosing timeline from 5 to 30 minutes

 April 6, 2011
o Only applied to sites in Poland
o Allowed adolescent subjects to be considered for study participation in 

order to meet the elements of the PIP agreed with by the EMA to 
randomize at least 68 adolescent subjects

5.3.2 Clinical Studies in Support of FF 200 mcg

5.3.2.1 Study FFA114496

Administrative Information:
 Study Title: A randomized, double-blind, multicenter study to evaluate the

efficacy and safety of inhaled fluticasone furoate in the treatment of persistent 
asthma in adults and adolescents currently receiving mid to high strength inhaled 
corticosteroids

 Study Dates: 9/12/11-10/3/12
 Study Sites: US (55), Argentina (83), Russia (38), Mexico (23), France (1), Chile 

(38)
 Study Report Date: May 28, 2013

Objectives/Rationale

Primary:
 To evaluate the efficacy and safety of inhaled FF (100 mcg and 200 mcg) 

administered OD in the evening in adolescent and adult subjects 12 years of age 
and older with persistent asthma over a 24-week treatment period

Secondary:
 To characterize the population pharmacokinetics of FF in subjects with persistent 

asthma
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Reviewer’s Comment: This study was designed appropriately to demonstrate the benefit 
of the FF 200 mcg over 100 mcg dose.

Study Population

The inclusion criteria were similar to Study FFA112059 with the exception that subjects 
were to be on a stable mid-to-high strength dose and regimen of ICS for at least four 
weeks prior. Exclusion criteria, randomization criteria, withdrawal criteria, permitted and 
prohibited medications were the same as Study FFA112059.

Study Treatments

Treatment groups were as follows:
 FF 100 mcg one inhalation once daily in the evening via NDPI
 FF 200 mcg one inhalation daily in the evening via NDPI

All treatments were double-blinded. Both doses of FF were the single-strip, to-be-
marketed drug product. 

Compliance

Compliance was assessed by reviewing the dose counter on the NDPI at visits 3-8, and 
subjects who were not compliant were counselled on appropriate dosing of study drug.

Efficacy Endpoints

Primary Efficacy Endpoint
 Change from baseline in evening clinic visit pre-bronchodilator, pre-dose (trough) 

FEV1 at the end of the 24-week treatment period
o FEV1 was measured electronically by spirometer in the evening at all 

clinic visits (visits 1 to 8) between 5 PM and 11 PM
o The highest of three technically acceptable measurements were recorded

Secondary Efficacy Endpoints
 Change from baseline in the percentage of rescue-free 24-hour periods during 

the 24-week treatment period
 Change from baseline in daily PM PEF, averaged over the 24-week treatment

period
 Change from baseline in daily AM PEF, averaged over the 24-week treatment

period
 Change from baseline in the percentage of symptom-free 24-hour periods during 

the 24-week treatment period
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Other Efficacy Endpoints
 Change from baseline in ACT score at the end of the 24-week treatment period
 Percentage of subjects controlled, defined as an ACT score ≥20, at the end of 

the 24-week treatment period or EW
 Incidence of protocol defined severe exacerbations throughout the 24-week 

treatment period
 Unscheduled healthcare contacts/resource utilization for severe asthma 

exacerbations and other asthma-related healthcare
 Inhaler use assessment at the end of 2 and 4 weeks of treatment
 Ease of use questions on the DPI at the end of 4 weeks of treatment

Safety Endpoints

 Incidence of adverse events throughout the 24-week treatment period
 Clinical laboratory tests at screening and Week 24 or EW
 Liver function safety assessments at screening and Week 24 or EW
 24-hour urine cortisol excretion collected for assessment at end of run-in (Visit 2) 

and at the end of Week 24

Statistical Plan

A total of 220 randomized subjects (110 subjects per arm) were expected to give
104 evaluable subjects per arm. This sample size would ensure the half-width of the
95% confidence interval (CI) was no larger than 110.1 mL providing an estimated mean 
treatment difference between treatment groups in change from baseline in PM FEV1 at 
the end of the 24-week treatment period.

The overall power of the study to detect treatment differences across the specified 
treatment comparisons for the co-primary endpoints and the nominated secondary 
endpoint was 83%.

The safety population comprised all subjects randomized to treatment who received at 
least one dose of study medication. This population was used for all safety measures 
(with the exception of 24-hour urinary cortisol excretion).The Intent-to-Treat (ITT) 
population comprised all subjects in the Safety Population except for the subjects of 
Investigator 040688, due to GCP compliance issues at this site identified during a site 
audit for previous studies. This population constituted the primary population for all 
efficacy measures.

The analysis of the primary efficacy endpoint of change from baseline in evening
(trough) FEV1 at the end of the 24-week treatment period was performed using an
ANCOVA model allowing for the effects due to baseline FEV1, region, sex, age, and
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treatment group. Last Observation Carried Forward (LOCF) was used to impute missing 
data. The adjusted means for each treatment and the estimated treatment differences 
for the treatment comparison were presented with 95% CI for the differences. Adjusted 
means for each treatment were plotted along with the corresponding 95% CIs.

Protocol Amendment

The original protocol was amended twice:
 November 2011

o Clarification in the Time and Events table and in the body of the protocol 
that chemistry and hematology samples were collected at the early 
withdraw visit, plus administrative edits

o Added clarification in Section 5.6.1.2 Non-Asthma Medications, Intranasal
Corticosteroids indicating that the use of fluticasone furoate 4 weeks prior 
to visit 1 was not allowed

o In Section 6.3.3. Adverse Events, clarification was added to explain that 
the medical conditions diary was dispensed and reviewed at each visit and 
that the site staff needed to review and record as necessary

o Appendix 4 was added to detail the laboratory analyses collected during 
the study

 January 2012
o At the request of the French EC
o Specified French sites would not participate in the PK portion of the 

protocol

5.3.3.2 Study HZA106829 

Reviewer’s Comment: The study was designed as a non-inferiority trial for FF 200 
versus FP 500.  It provides important information for providers who want to switch their 
patients from FP to FF, as the doses are 5-fold different. The results of this study will be 
included in the product label as they are clinically relevant to providers.

Administrative Information:
 Study Title: A Randomized, Double-Blind, Parallel Group, Multicenter Study of 

fluticasone furoate/GW642444 inhalation powder, fluticasone furoate inhalation 
powder alone, and fluticasone propionate alone in the treatment of persistent
asthma in adults and adolescents

 Study Dates: 6/10/10-10/18/11
 Study Sites: Russia (163), US (143), Romania (117), Germany (66), Poland 

(61), Japan (36)
 Study Report Date: April 30, 2012
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stable ICS dose equivalent to FP 500 mcg twice daily or a mid-dose combination 
product equivalent to Advair 250/50 twice daily for at least four weeks prior to visit 1. 
Exclusion criteria, randomization criteria, withdrawal criteria, permitted and prohibited 
medications were similar to Study FFA112059.

Study Treatments

Treatment groups were as follows:
 FF/VI 200/25 mcg inhalation powder via NDPI once daily in the evening plus

placebo diskus twice daily
 FF 200 mcg via NDPI once daily in the evening plus placebo diskus twice daily 
 FP 500 mcg via diskus twice daily plus placebo NDPI once daily in the evening

All treatments were double-blinded. The FF 200 mcg NDPI double-strip formulation that 
was used is not the to-be-marketed drug product. For the placebo, the NDPI contained 
the same foil packs with the active drug moieties removed and all other excipients 
remaining the same. For the diskus placebo, only lactose was used.

Compliance

Compliance was assessed by reviewing the dose counter on the NDPI and diskus at 
visits 4-10, and subjects who were not compliant were counselled on appropriate dosing 
of study drug.

Efficacy Endpoints

Co-primary Endpoints
 Mean change from baseline in clinic visit trough (pre-bronchodilator and pre-

dose) FEV1 at the end of the 168-day (24 week) treatment period 
 Weighted mean serial FEV1 over 0 to 24 hours post-dose, calculated in a subset 

of subjects performing serial FEV1 at the end of the double-blind treatment 
period

FEV1 was measured in the evening at clinic visit 1, and visits 3 to 10 between 5:00 PM 
and 11:00 PM electronically by spirometry. The highest of three technically acceptable 
measurements was recorded.

Nominated Powered Secondary Endpoint
 Mean change from baseline in the percentage of rescue-free 24-hour periods 

during the 24-week treatment period
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Secondary Endpoints
 Change from baseline in the percentage of symptom-free 24-hour periods during 

the 24-week treatment period
 Change from baseline in total AQLQ (+12) score during 12 and 24 weeks of 

treatment

Other Endpoints
 Clinic visit 12 hour FEV1 at the end of the 168-day treatment period and was 

assessed in the subset of subjects that were performing serial FEV1 
assessments

 Weighted mean serial FEV1 over 0 to 4 hours post-dose calculated in the subset 
of subjects performing serial FEV1 on Day 168

 Mean change from baseline in daily AM PEF averaged over the first 12 weeks 
and over the 24-week treatment period

 Mean change from baseline in daily PM PEF averaged over the first 12 weeks 
and over the 24-week treatment period

 The number of withdrawals due to lack of efficacy during the 24-week treatment
period

 Change from baseline in the Asthma Control Test (ACT) at the end of 12 and 24 
weeks of treatment

 Global assessment of change at the end of 4, 12, and 24 weeks of treatment
 Unscheduled healthcare contacts/resource utilization for severe asthma 

exacerbations and other asthma-related health care

Safety Endpoints

 Incidence of adverse events throughout the 24-week treatment period
 Incidence of severe asthma exacerbations throughout the 24-week treatment 

period
 Incidence of oropharyngeal candidiasis assessed by examination of the 

oropharynx at all clinic visits, including early withdrawal
 Clinical chemistry before and after the 24-week treatment period
 Liver function safety assessments at screening (visit 1), week 12 (visit 7), and 

week 24 (visit 10) or early withdrawal visit
 24-hr urine cortisol excretion assessment before and at the end of the 24-week 

treatment period
 Vital signs were assessed at all clinic visits prior to dosing in all subjects. The 

following endpoints were derived:
o change from baseline in systolic blood pressure (BP) at Day 168
o change from baseline in diastolic BP at Day 168
o change from baseline in pulse rate at Day 168
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 12-lead EKG before dosing on Day 0 and Day 168 in all subjects before dosing
and at the time of maximum plasma concentration following drug administration
to derive the QTc

Statistical Plan
It was planned to randomize a total of 588 subjects into this study in a ratio of 1:1:1
(196 subjects per arm). It was anticipated that there would be a 4% withdrawal rate for
the first 2 weeks, which would still ensure 188 subjects per arm who contribute to the
analysis of trough FEV1 and the analysis of % rescue-free 24-hour periods. Sixty 
percent of all randomized subjects would have had serial FEV1 measurements at week 
24 if they completed the treatment period. It was anticipated that 15% of subjects would 
withdraw over the entire treatment period of the study, which would still ensure that 99 
subjects per arm contributed to the analysis of weighted mean serial FEV1 over 0 to 24 
hours at week 24. 

The overall power of the study to detect treatment differences for both primary 
endpoints was 92%.

The primary population for all analyses of efficacy measures and safety measures was 
the ITT population which was comprised of all subjects randomized to treatment who 
received at least one dose of study medication.

The co-primary endpoints were derived by imputing any missing data with the last
observation carried forward (LOCF). Statistical analysis was performed using an 
ANCOVA model.

Protocol Amendment

There were no protocol amendments to this study.

6 Review of Efficacy

Efficacy Summary

The Applicant conducted a large clinical development program to support the efficacy of 
FF 100 mcg and FF 200 mcg for the maintenance treatment of asthma.  The 
development program included three 8-week dose ranging studies (discussed in 
Section 4.4.2), three confirmatory studies (FFA112059, HZA106827, FFA114496), and 
an additional study (HZA106829) which compared FF 200 mcg to fluticasone propionate 
(FP) 500 mcg BID.  The confirmatory studies ranged in duration from 12 to 24 weeks, 
with mean change from baseline in trough FEV1 as the primary efficacy endpoint.  
Additionally, studies HZA106827 and HZA106829 had co-primary endpoints of mean 
change from baseline in weighted mean serial FEV1 over 24-hours post-dose.
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Clinical Studies in Support of FF 100 mcg  

Study FFA112059 was a 24-week trial that randomized 343 subjects.  The trial included 
a 4-week run in period during which the subjects were symptomatic while taking their 
usual low- to mid-dose inhaled corticosteroid therapy (i.e., fluticasone propionate 100 to 
500 mcg daily or equivalent). Mean baseline percent predicted FEV1 was approximately 
73% overall, and similar across each of the 3 treatment groups.  Thirty-five percent 
(35%) of patients on placebo and 19% of patients on FF 100 mcg failed to complete the 
24-week trial. The change in trough FEV1 from baseline to Week 24, or the last 
available on-treatment visit prior to Week 24, compared to placebo was assessed as the 
primary endpoint to evaluate the efficacy of FF 100 mcg.  The mean change from 
baseline to week 24 in trough FEV1 was statistically greater among patients receiving 
FF 100 mcg than among those receiving placebo (treatment difference from placebo 
146 mL; 95% CI 36, 257]).  

Study HZA106827 was a 12-week trial that evaluated the efficacy of FF 100 mcg on 
lung function in subjects with asthma compared with placebo. The combination of FF
100 mcg and Vilanterol 25 mcg was also included as a treatment arm. Of the 
609 randomized subjects, 58% were female and 84% were Caucasian. The mean age 
was 40 years. The trial included a 4-week run-in period during which the subjects were 
symptomatic while taking their usual low- to mid-dose inhaled corticosteroid (fluticasone 
propionate 200 to 500 mcg/day or equivalent). Mean baseline percent predicted FEV1

was approximately 70% in both treatment groups.  Twenty-six percent (26%) of patients 
on placebo and 10% of patients on FF 100 mcg failed to complete the 12-week trial.
The co-primary efficacy endpoints in this trial were change from baseline in trough 
FEV1 at Week 12 and weighted mean FEV1 (0-24 hours) at the end of the 12-week 
treatment period. FF 100 mcg once daily had statistically greater mean changes from 
baseline in trough FEV1 than placebo throughout the study. At Week 12 or the last 
available on-treatment visit prior to Week 12, the mean change from baseline in trough 
FEV1 was significantly greater among patients receiving FF 100 mcg once daily than 
among those receiving placebo (treatment difference from placebo: 136 mL and 95% 
CI: 51, 222). Lung function improvements were sustained over 24 hours. Compared 
with placebo at Week 12, the change from baseline in weighted mean FEV1 was 
significantly greater for FF 100 mcg (mean difference of 186 mL; 95% CI: 62, 310;).

In general, secondary endpoints, such rescue medication use, also supported the 
primary endpoint.  

Clinical Studies in Support of FF 200 mcg

Trial FFA114496 was a 24-week trial that evaluated the relative efficacy of FF 100 mcg 
and FF 200 mcg on lung function in subjects with asthma. Of the 219 randomized 
subjects, 68% were female and 87% were Caucasian. The mean age was 46 years. 
The trial included a 4-week run-in period during which the subjects were symptomatic 
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while taking their usual mid- to high-dose inhaled corticosteroid therapy (i.e., fluticasone 
propionate >250 to 1,000 mcg/day or equivalent). Mean baseline percent predicted 
FEV1 was approximately 68% overall and similar in the two treatment groups.  Sixteen 
percent of patients on FF 100 mcg and 13% of patients on FF 200 mcg failed to 
complete the 24-week trial. The primary efficacy endpoint was mean change from 
baseline in trough FEV1 at Week 24. There were trends toward greater mean changes 
from baseline in the group receiving FF 200 mcg than the group receiving FF 100 mcg 
throughout the study (see Figure 3). At Week 24 or the last available on-treatment visit 
prior to Week 24, the mean change from baseline in trough FEV1 was 208 mL for FF
100 mcg, as compared to 284 mL for FF 200 mcg (difference of 77 mL, 95% CI: -39, 
192).

Trial HZA106829 was a 24-week trial that evaluated the efficacy of FF 200 mcg once 
daily and fluticasone propionate 500 mcg twice daily on lung function in subjects with 
asthma. The combination of fluticasone furoate 200 mcg and Vilanterol 25 mcg was 
also included as a treatment arm.  Of the 586 randomized subjects, 59% were female 
and 84% were Caucasian. The mean age was 46 years. The trial included a 4-week 
run-in period during which the subjects were symptomatic while taking their usual mid-
to high-dose inhaled corticosteroid (fluticasone propionate 500 to 1,000 mcg/day or 
equivalent). If LABAs were used prior to screening, their use was discontinued during 
the run-in. Mean baseline percent predicted FEV1 was approximately 67% in both 
treatment groups. Both FF 200 mcg once daily and fluticasone propionate 500 mcg 
twice daily produced improvement from baseline in lung function. At Week 24, the mean 
change from baseline in trough FEV1 was 201 mL for FF 200 mcg once daily and 
183 mL for fluticasone propionate 500 mcg twice daily (treatment difference of 18 mL; 
95% CI: -66, 102). Lung function improvements were sustained over the 24-hour period 
following the final dose of FF 200 mcg.  At Week 24, the change from baseline in 
weighted mean FEV1 was 328 mL for FF 200 once daily and 258 mL for fluticasone 
propionate 500 twice daily.

Overall, the clinical development program establishes the efficacy of both FF 100 mcg 
and FF 200 mcg in the maintenance treatment of asthma. 

6.1 Indication

The proposed indication for FF 100 mcg and 200 mcg is the maintenance treatment of 
asthma as prophylactic therapy in patients 12 years of age and older.

6.1.1 Methods

To support the proposed indication, the Applicant conducted a large clinical 
development program, which included both dose ranging and confirmatory trials.  The 
focus of this section will be to describe the two confirmatory studies which support the 
efficacy of FF 100 mcg (FFA112059 and HZA106827) and the one confirmatory study 
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Figure 2. Repeated Measures Analysis of Change from Baseline in Trough FEV1 (L) (ITT 
population): Study FFA112059

Source Data: Figure 6.3
Note: Repeated Measures analysis adjusted for baseline, region, sex, age, treatment visit, visit by baseline interaction and 
visit by treatment interaction.

Figure 3. Change from Baseline in Trough FEV1 (L) Using Repeated Measures Analysis (ITT 
population): Study HZA106827
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Source: Figure 6.1
Note: Analysis performed using ANCOVA with covariates of baseline, region, sex, age and treatment
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7 Review of Safety

Summary of Safety

To evaluate the safety of FF 100 mcg and 200 mcg, the Applicant has submitted a large 
safety database. The pooled safety database includes ten phase 2 and 3 studies 
ranging from 8 to 76 weeks in duration which enrolled a total of 6,219 patients (including 
all comparator groups).  In the safety database, doses of FF studied ranged from 25 to 
800 mcg.  The focus of this review will be the safety evaluation of FF 100 mcg and FF 
200 mcg as these are the two doses for which the Applicant seeks registration.  In the 
pooled safety database, 1663 subjects received FF 100 and 608 subjects received FF 
200. An adequate number of patients were exposed to both doses for up to 6 months 
and 1 year. 

The majority of the subjects were white and female, with a mean age of 41 years.  
Twenty-one percent (21%) of subjects were Hispanic.  The majority of subjects had 
asthma for 10 years or more, with a mean disease duration of 16.2 years. 

There were two deaths in the clinical development program, which are described below. 
Serious adverse events were infrequent in the clinical development program.  The most 
common SAE was asthma exacerbation, and most cases were from the FF 100 group 
from trial HZA106837 which allowed for a more severe asthma history and was of the 
longest duration (up to 76 weeks).

Drug discontinuation or withdrawal secondary to adverse events was also low in this 
clinical development program.  In general, those adverse events that led to withdrawal 
are known to occur in asthma clinical development programs for ICS products. The 
most common adverse events were headache, nasopharyngitis, upper respiratory tract 
infection, bronchitis, oropharyngeal pain, and cough. There were no dose-dependent 
increases from FF 100 mcg to FF 200 mcg with respect to these common AEs. There 
were no clinically meaningful changes in laboratory parameters, vital signs, and or 
ECGs. 

Long-term safety of FF 100 mcg and FF 200 mcg was evaluated in trials HZA106837 
and HZA106839. respectively. Overall, the long-term safety data was consistent with 
the safety see in the clinical development program.  

Overall, the safety database is adequate, and no new safety signals were found for 
either the 100 mcg or 200 mcg dose of this ICS.

Reference ID: 3595475















Clinical Review
Tracy Kruzick, MD MPH
NDA 205625
Arnuity Ellipta (Fluticasone furoate)

77

because it was administered in the asthma exacerbation study HZA106837 with a 
potential duration of up to 76 weeks. The duration of exposure was longest for the FF 
100 treatment arm (mean exposure 259.0). The extent of exposure to both FF 100 and 
200 mcg was adequate. 

Demographics

The demographics of the safety database was similar to that described for the 
confirmatory trials in Section 6. The safety population was comprised predominantly of 
female Caucasian subjects, with a mean age of 40-41 years, who had asthma for over 
10 years. See Section 6.1.2 for specific demographic data.

7.2.2 Explorations for Dose Response

The inclusion of two doses of FF (100 mcg, 200 mcg) into the phase 3 trials allows for 
an exploration of dose dependency for ICS safety and is discussed throughout this 
review.  

7.2.3 Special Animal and/or In Vitro Testing

No special animal or in-vitro testing was performed nor required for this application. 

7.2.4 Routine Clinical Testing

Routine testing in this development program included serum chemistry including liver 
function tests, hematology, pregnancy testing, hepatitis B testing, and hepatitis C 
testing. Other testing, depending on the study, included serum IgE, pharmacogenetics, 
urinary cortisol, and 12-lead ECGs. 

Serum chemistry evaluation generally included measurements of albumin, alkaline 
phosphatase, alanine amino-transferase, aspartate amino-transferase, 
direct/indirect/total bilirubin, calcium, chloride, bicarbonate, creatinine, creatinine 
phosphokinase, gamma glutamyl transferase, glucose, phosphorus, potassium, total 
protein, sodium, urea nitrogen and uric acid. The hematology evaluation included
hemoglobin, hematocrit, platelet count, white blood cell count, neutrophil, segmented 
neutrophils, basophils, eosinophils, lymphocytes and monocytes.  

7.2.5 Metabolic, Clearance, and Interaction Workup

Data from three FF/VI clinical pharmacology studies have been used to support this 
submission. Study HZA111789 examined the effects of hepatic impairment, study 
HZA113970 examined the effects on renal impairment, and study HZA105548 
examined drug-drug interactions. The clinical impact of these studies is summarized in 
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7.3.3 Dropouts and/or Discontinuations

This section discusses rates of adverse events leading to study drug discontinuation or 
withdrawal; rates of overall study dropout are discussed in Section 6.1.3. The most 
frequent AEs leading to withdrawal were asthma exacerbations (N=3 (<1%) in the FF 
100 group, N=1 (<1%) in the FF 200 group, and N=1 (<1%) in the placebo group), 
dyspnea (N=1 (<1%) in the FF 100 group and N=1 (<1%) in the placebo group), and 
pneumonia (N=2 (<1%) in the FF 100 group, N=1 (<1%) in the FF 200 group, and N=1
(<1%) in the placebo group). 

Overall, drug discontinuation or withdrawal secondary to adverse events was low in this 
clinical development program.  In general, those adverse events that led to withdrawal 
are known to occur in asthma clinical development programs for ICS products. Review 
of the adverse events leading to dropout/discontinuation does not reveal any new safety 
signals.

7.3.4 Significant Adverse Events

Adverse events of special interest for ICS are discussed in Section 7.3.5.1.  Rates of 
study drug discontinuation and withdrawals due to Adverse Events are discussed in 
Section 7.3.3.

7.3.5 Submission Specific Primary Safety Concerns

7.3.5.1 Adverse Events of Special Interest

Adverse Events of Special Interest (AESI) related to ICS use were categorized as the 
following by the Sponsor:

 Bone Disorders
 Effects on Glucose
 Hypersensitivity
 Local Steroid Effects
 Ocular Effects
 Pneumonia and Lower Respiratory Tract Infection

o Pneumonia
o Lower Respiratory Tract Infection (excluding pneumonia)

 Systemic Corticosteroid Effects – Effect on HPA-Axis

These AESI are listed in Table 38 below. 
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7.4.3 Vital Signs

A review of the vital sign data from the pooled safety database does not reveal any 
clinically meaningful differences among treatment groups.

7.4.4 Electrocardiograms (ECGs)

There were no ECG abnormalities observed in the key treatment groups in the pooled 
safety database. 

7.4.5 Special Safety Studies/Clinical Trials

Data from the FF/VI trial HZA106851 is being used to support HPA-axis safety in this
application. This was a 6-week, double-blind, placebo-and active-controlled study in 
asthmatic subjects to evaluate HPA axis suppression at the therapeutic doses. Fifty-six 
subjects each were given multiple, once daily inhalations of either FF/VI 100/25 or 
200/25, 58 subjects received placebo, and 15 subjects received placebo plus 
prednisolone 10 mg daily on the last 7 days of treatment. 0-24 hour weighted mean 
serum cortisol was assessed at baseline and at the end of a 6-week treatment period.
The derived serum cortisol weighted means (0-24 h) were similar at baseline and 6 
weeks for placebo and the FF/VI groups (<3% change from baseline).

Additionally, a PK/PD meta-analysis of 9 studies was conducted to characterize the 
relationship between FF AUC(0-24) and 24-hour weighted mean serum cortisol. The 
average estimate of FF AUC(0-24) required to reduce cortisol by 50% (AUC50) was 1,345 
pghr/mL, which is several-fold higher than average FF AUC(0-24) values observed at the 
therapeutic dose of fluticasone furoate 100 mcg (184 pghr/mL) in subjects with COPD.

7.4.6 Immunogenicity

Immunogenicity is not applicable to this product.  

7.5 Other Safety Explorations

7.5.1 Dose Dependency for Adverse Events

As noted in Section 7.2.2, the dose dependency for adverse events is discussed 
throughout this review. 

7.5.2 Time Dependency for Adverse Events

GSK provided summary tables for adverse events with an onset during the first 6 
months of studies and with onset greater than 6 months after randomization for the two 
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long-term studies, HZA106837 and HZA113989.  An analysis of both reveals no 
difference in the most common adverse events.

7.5.3 Drug-Demographic Interactions

The application includes an analysis of adverse events by gender, age, and race. 
Overall, the same adverse events are reported by male and female patients as well as 
those ≤ 64 and > 65 years of age. A review of the data by race is limited by the low 
number of patients in non-white race groups; however no consistent pattern is evident in 
the pooled safety database.

7.5.4 Drug-Disease Interactions

The application includes an analysis of adverse events based on renal and hepatic 
impairment. The effect of renal impairment was assessed in trial HZA113970, an open-
label, non-randomized, PK and safety study. Systemic FF exposure was lower in severe 
renal impairment patients; at day 7, FF median AUC(0-24) and Cmax were 21% and 27%  
lower in subjects with severe renal impairment compared to subjects with normal renal 
function. No dose adjustments are recommended for subjects with renal impairment

The effect of hepatic impairment was assessed in trial HZA111789, and the results 
indicate that FF exposure increases in patients with all severities of hepatic impairment. 
Mean percentage change in FF AUC for subjects with mild, moderate and severe 
hepatic impairment versus normal hepatic function were 34%, 83%, and 75%, 
respectively. The biggest observed PD change was a 34% decrease in serum cortisol 
with the 200 mcg dose in moderate hepatic impairment patients. This change in serum 
cortisol is similar to the level when 200 mcg FF is co-administered with ketoconazole 
(27%). As the magnitude of increased exposure for FF in hepatic impairment patients is 
similar to other inhaled corticosteroids and as there is no dose cap for patients on 
ketoconazole in combination with FF, at the time of this review, the clinical 
pharmacology team recommends making both FF 100 and 200 mcg doses available to 
moderate and severe hepatic impaired patients with cautionary labeling language.

7.5.5 Drug-Drug Interactions

Trial HZA105548 evaluated the effects of co-administration with ketoconazole. Co-
administration with ketoconazole resulted in modest increases in mean FF AUC(0-24) and 
Cmax (by 36% and 33%, respectively). Steroid-mediated systemic effects were observed 
with a 27% reduction in weighted mean serum cortisol (0-24 h). The labeling will 
indicate that caution should be exercised when considering co-administration with 
ketoconazole and other known strong CYP3A4 inhibitors, and per the clinical 
pharmacology team at the time of this review, no dose adjustment is recommended for 
FF when co-administered with ketoconazole.
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HZA107118, and HPA axis study. GSK agreed and resubmitted the pediatric study plan 
as part of the NDA on January 22, 2014. The second submission was reviewed by 
PeRC on February 12, 2014 and found to be acceptable, with the request to change the 
reason for a waiver from ” to 
“clinical studies in this population are impractical.”

As of the 120-day safety update, 495 subjects have been randomized into the pediatric 
development program.

7.6.4 Overdose, Drug Abuse Potential, Withdrawal and Rebound

Given the nature of the drug components, drug abuse, withdrawal, and rebound are not 
anticipated for this drug product. Additionally, the mode of administration and low 
systemic bioavailability (14%) make abuse less likely.  However, theoretically, abrupt 
stoppage of excessive dosages of FF may result in an adrenal crisis. The product labels 
for other ICS-containing products contain warning language regarding this risk.

7.7 Additional Submissions / Safety Issues

7.7.1 120-day safety update

GSK submitted its 120-day safety update on February 20, 2014, which includes all new 
clinical safety data from the clinical program from February 16, 2013 through January 1, 
2014. In general, the data from this safety update are similar to those seen within the 
initial NDA application. There were no additional deaths in any of the trials.  The 
adverse event profile reported in the safety update was similar to that which has been 
described in this review. No new safety signals were noted in the 120-day safety 
update. 

7.7.2  Long-term Safety

Two studies provide long-term safety information for FF 100 and 200 mcg. The first, 
HZA106837, is a 76-week study examining FF 100/25 mcg once daily and FF 100 mcg 
once daily. The second, HZA106839, is a 52-week study examining FF/VI 100/25 mcg 
once daily, FF/VI 200/25 mcg once daily, and FP 500 mcg BID.
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 FF 100 via NDPI once-daily in the evening

All treatments were double-blinded. The FF 100 mcg NDPI was the double-strip device, 
not the to-be-marketed drug device. 

Efficacy Endpoints

Primary Efficacy Endpoint
 Time to first severe asthma exacerbation

Secondary Efficacy Endpoints
 Rate of severe asthma exacerbation per subject per year
 Change from baseline at week 36 in PM pre-dose trough FEV1

o At visit 1, pre-dose FEV1 was measured at any time of day. For all other 
visits, pre-dose PM trough FEV1 was measured between 5:00 PM and 
11:00 PM. 

o The highest of three technically acceptable measurements was recorded

Other Efficacy Endpoints
 Characterization of severe asthma exacerbations through exploration of use of 

rescue medication ±14 days around the onset of a severe asthma exacerbation
 Change from baseline in PM pre-dose trough FEV1 
 Proportion of subjects with an ACQ7 score of ≤0.75 at week 36
 Proportion of subjects with an ACQ7 score of ≤0.75 at week 12

Safety Endpoints

 Number of hospitalizations due to severe asthma exacerbations
 Number of emergency department/urgent care clinic visits due to severe asthma

exacerbations
 Number of unscheduled health care provider visits due to severe asthma

exacerbations
 Number of intubations due to severe asthma exacerbations
 Incidence of adverse events throughout the treatment period
 Pre-dose vital sign assessments at all visits
 Liver safety assessments at screening, week 12, week 28, week 52 and last on 

treatment visit
 Clinical chemistry and hematology laboratory evaluations for Japanese subjects
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7.7.2.2 Study HZA106839

Objectives/Rationale
 To assess the safety and tolerability of 12 months treatment with two strengths of 

inhaled FF/VI once-daily in the evening in subjects 12 years of age and older with 
asthma

Study Design and Conduct

Overview:
HZA106839 was a multicenter, randomized, double-blind, double-dummy, active 
control parallel group safety study. After screening, subjects entered a 2-week run-in 
period followed by visit 2 at which point subjects stopped their usual asthma treatments 
and were randomized in a 2:2:1 ratio to receive one of the following three treatments: 
FF 100/25 mcg once daily, FF/VI 200/25 mcg once daily, or FP 500 mcg twice daily.
Subjects attended nine on-treatment clinic visits (Visits 3, 4, 5, 6, 7, 8, 9, 10 and 11)
occurring at Weeks 2, 4, 8, 12, 20, 28, 36, 44 and 52. A follow-up contact was 
performed 1 week after completing study medication. Total duration of study 
participation was planned to be up to a maximum of 55 weeks (including screening, 
treatment and follow up). Study assessments were similar to trial HZA106837 with the 
exception that ophthalmic assessments were done at baseline, 28 weeks, and end of 
study.

Study Population

Inclusion Criteria
Inclusion criteria were similar the integrated studies in Section 5 with the exception of:

 Subjects were to be on a dose of ICS equivalent to FP 200-1000 mcg/day or 
combination product equivalent for at least 4 weeks prior to visit 1

Exclusion Criteria
Exclusion criteria were similar the integrated studies in Section 5 with the exception that 
subjects could not have a history of life-threatening asthma

Study Treatments

Treatment groups were as follows:
 FF/VI 100/25 mcg once daily
 FF/VI 200/25 mcg once daily
 FP 500 mcg twice daily
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Safety Endpoints
 Incidence of adverse events or of severe asthma exacerbations throughout the 

52-week treatment period
 Laboratory assessments
 24-hour urinary cortisol excretion
 Oropharyngeal examinations
 Vital signs
 ECG assessments
 Ophthalmic assessments

7.7.2.3 Safety results for studies HZA106837 and HZA106839

In trial HZA106837, overall incidence of AEs during treatment was 65% in the FF 100 
group and 63% in the FF/VI 100/25 group.. AEs leading to withdrawal occurred in 2% of 
subjects in each group. Post-treatment AEs occurred in ≤2% of subjects. On-treatment 
SAEs occurred in 3% of subjects in the FF 100 group and 4% of subjects in the FF/VI 
100/25 group. 

Two deaths occurred on-treatment (one in each treatment group) and one death 
occurred in the FF 100 mcg group post-treatment. The first subject that died on-
treatment was a 62-year-old male who developed pneumonia 114 days after starting 
treatment with FF 100 mcg. The subject was then hospitalized 2 days later and died. 
The second subject that died on-treatment was a 68-year-old female who died as the 
result of a motor vehicle accident. The subject that died post-treatment was a 65-year-
old male that was diagnosed with stage IV lung cancer 173 days after starting treatment
with FF 100 mcg. He was withdrawn from the study at the time of diagnosis and died 91 
days later.

The most frequently reported AEs during the treatment period in either treatment group 
were headache (18% in the FF 100 group and 19% in the FF/VI 100/25 group) and 
nasopharyngitis (13% in the FF 100 group and 15% in the FF/VI 100/25 group).

Of the AEs of special interest, local corticosteroid effects (8% in the FF 100 and FF/VI 
100/25 groups) and lower respiratory tract infections excluding pneumonia (9% in the 
FF 100 group and 7% in the FF/VI 100/25 group) were the most common.

In trial HZA106829, the results were similar for frequency and type of AEs, SAEs, and 
AEs leading to withdrawal. However, there were no deaths in trial HZA106829.

Overall, the long-term safety data did not raise any new safety signals when compared 
to those seen in the shorter-term studies. 
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MEDICAL OFFICER FILING REVIEW

Division of Pulmonary, Allergy, and Rheumatology Drug Products

Application #: NDA 205625 Trade Name: TBD-Ellipta

Applicant/Sponsor: GlaxoSmithKline Generic Name: 

Medical Officer: Tracy Kruzick, MD, MPH

Fluticasone furoate

Team Leader: Banu Karimi-Shah, MD Category: ICS (DPI)

Completion Date: December 19, 2013 Route: Inhaled

REVIEW SUMMARY:

This is a filing and planning review for the NDA application for the fixed-dose, orally-inhaled, once daily inhaled 
corticosteroid (ICS) product, TBD-Ellipta®, containing fluticasone furoate (FF). Fluticasone furoate is approved 
as the nasal steroid Veramyst® and was recently approved as part of a combination ICS/LABA product for the 
treatment of COPD (Breo Ellipta®). The Sponsor has submitted information to support the indication for the 
once daily maintenance treatment of asthma in patients 12 years of age and older. GSK is proposing a dose of 
100 or 200 mcg administered once daily.

To support this application, GSK has provided the following studies:

A) Dose ranging

 FFA109687 (FF 25, 50, 100, 200 mcg once daily; FP 100 BID, and Placebo BID)
 FFA109685 (FF 100, 200, 300, 400, mcg once daily; FP 250 BID, and Placebo BID)
 FFA109684 (FF 200, 400, 600, 800 once daily; FP 500 BID, and Placebo))
 FFA112202 (FF 200 mcg once daily, FF 100 mcg twice daily, placebo BID)

B) Pivotal Efficacy and Safety 

1) 100 mcg vs. Placebo

 FFA 112059 (FF 100 mcg QD, FP 250 BID, Placebo))
 HZA 106827 (FF/VI 100/25 mcg QD, FF 100 mcg QD, Placebo))

2) Added Benefit of 200 mcg over 100 mcg

 FFA 114496 (FF 100, 200 mcg once daily)
 HZA 106829 (FF 200 mcg once daily, FP 500 mcg twice daily)

3) Studies contributing to the pooled safety database

 FFA 115283 (FF 50 mcg once daily)
 FFA 115285 (FF 50 mcg once daily, FP 100 mcg twice daily)
 HZA 106837 (FF/VI 100/25 mcg once daily, FF 100 mcg once daily)

4) Other safety studies

 HZA 106839 (FF/VI 100/25, 200/25 mcg once daily)
 HZA 113989 (FF/VI 100/25, 200/25 mcg once daily)
 HZA 106851 (FF/VI 200/25, 100/25 mcg once daily)
 HZA 116863 (ongoing, FF/VI 100/25, 200/25 mcg once daily)

Appropriate CMC, non-clinical, and clinical pharmacology data have also been submitted. The clinical study 
section and reports are appropriately indexed and organized to allow review. In addition, the Sponsor has 
provided the requisite information to file the NDA, including appropriate disclosures and risk assessments. 
The filing checklist attached to this review provides a detailed list of the location for each required component 
of the NDA application. The review below will provide a brief overview of the application and the review 
strategy for the primary clinical review.

From a clinical standpoint, the submission is adequate to allow clinical review and the submission is fileable.
Comments for the 74-day letter are within the body of this review and should be communicated to the 
Applicant.

OUTSTANDING ISSUES: None

RECOMMENDED REGULATORY ACTION: NDA application is fileable
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1. Drug Product Information

The proposed drug product is fluticasone furoate (FF), a once-daily, inhaled corticosteroid, 
delivered via a dry powder inhaler (DPI). Fluticasone furoate is the same active ingredient 
approved as the intranasal corticosteroid in Veramyst® and was recently approved as part of a 
combination ICS/LABA product, Breo Ellipta®, for patients with COPD.

The DPI contains a single foil strip (SS), and two dosage strengths are proposed: 100 mcg 
administered as one inhalation daily or 200 mcg administered as one inhalation once daily 
(expressed as amount per blister not emitted dose). The proposed trade name is yet to be 
determined (TBD-Ellipta®).

The Sponsor proposes this drug product for the maintenance treatment of asthma as prophylactic 
therapy in patients aged 12 years and older.

2. Regulatory History

The Division and GSK have had multiple prior interactions to discuss the proposed FF 
development program in asthma. A timeline of regulatory interactions is provided in the table 
below with major discussion points relevant to the asthma program outlined.

Table 1.  Regulatory History

IND (Date received) Type of Interaction Summary of Interaction

IND 070297 
(February 4, 2005)

Pre-IND meeting for FF Discussed the development of FF/VI 
for the treatment of asthma

IND 070297 
(July 27, 2005)

Clinical Hold Full Clinical Hold due to non-clinical 
findings of macrophage accumulation

IND 070297
(October 26, 2006)

Clinical Hold Release GSK notified that clinical studies may be 
initiated

IND 070297 
(March 16, 2011)

End of Phase II meeting -Single-strip versus double-strip 
equivalence would be a review issue
-Use of DS data to support 100 mcg 
dosing would be a review issue
-200 mcg dose would need numerical
dose response in primary endpoint as 
well as support from other efficacy 
measures 

IND 070297 
(May 11, 2012)

Type C Pediatric Advice -Recommended use of FEV1 as 
primary endpoint
-Waiver in less than 5 generally not 
granted
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IND 070297 
(October 11, 
2012)

Type C Written Advice 
regarding bridging data

-Study FF115440 showed SS 
delivered 20% more-will be a review 
issue
-For safety database, recommended 
against pooling SS and DS data

IND 070297 
(February 11, 
2013)

Pre-NDA Meeting for FF -Agreed with carrying forward 100 and 
200 mcg doses as 50 mcg did not 
replicate
-Equivalence of SS and DS would be a 
review issue
-HPA axis data from FF/VI program 
likely acceptable for this application, 
although this would be a review issue

3. Dose Selection

The following table depicts the dose-ranging studies conducted with the DPI device:

Table 2. Dose Selection Studies

Study Objective Design Population 
(number 
randomized)

Treatment

(mcg)

Weeks Primary 
Endpoint

FFA109687 Low dose FF
dose ranging

R, PC, DB, 
PG

Asthma
(601)

Uncontrolled 
without ICS

FF 25 QD 
FF 50 QD 
FF 100 QD 
FF 200 QD 
FP 100 BID
Placebo BID

8 Trough FEV1

FFA109685 Med dose FF
dose ranging

R, PC, DB, 
PG

Asthma
(615)

Uncontrolled 
on low dose 
ICS

FF 100 QD 
FF 200 QD 
FF 300 QD 
FF 400 QD 
FP 250 BID 
Placebo BID

8 Trough FEV1

FFA109684 High dose FF
dose ranging

R, PC, DB, 
PG

Asthma
(622)

Uncontrolled 
on med dose 
ICS

FF 200 QD 
FF 400 QD 
FF 600 QD 
FF 800 QD 
FP 500 BID 
Placebo

8 Trough FEV1
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FFA112202 FF dose 
frequency

R, DB, PC, 
XO

Asthma
(190)

Uncontrolled 
without ICS

1st group:
FF 200 QD
FF 100 BID 
Placebo BID

2nd group: 
FP 100 BID 
FP 200 QD 
Placebo BID

4   Trough FEV1

FF = fluticasone furoate, R = randomized, PC =placebo controlled, DB = double blind, PG = parallel group, XO =
cross over, SD = single dose, med=medium

Sources: Module 5.2, Tabular listing of all studies

4. Pivotal Safety and Efficacy Studies

The pivotal efficacy and safety studies are listed in the two tables below. Studies
in the first table will be pooled along with the dose ranging studies depicted 
above into the integrated safety analysis, while those in second table will be 
excluded from the pooled safety database and evaluated individually. 

Table 3. Pooled Safety Studies

Study Objective Design Population 
(number 
randomized)

Treatment

(mcg)

Weeks Primary 
Endpoint

FFA112059 Efficacy, safety MC, R, DB, 
DD, P, AC

Asthma
(228)

Low-mid ICS

FF 100 QD

FP 250 BID

Placebo

Single strip

24 Trough FEV1

HZA106827 Efficacy, safety MC, S, R, 
DB, PG, PC

Asthma
(609)

Low-mid ICS

FF/VI 100/25 QD

FF 100 QD

Placebo

Double-strip

12 Trough FEV1

0-24 hour 
weighted mean 
FEV1

FFA114496 Efficacy, safety, 
PK

R, DB, PG Asthma
(238)

Mid-high ICS

FF 100 QD

FF 200 QD

Single strip

24 Trough FEV1

HZA106829 Efficacy, safety
(non-inferiority)

MC, R, DB, 
PG, AC

Asthma
(586)

Mid-high ICS

FF 200 QD

FP 500 BID

Double strip

24 Trough FEV1

HZA106837 Efficacy, safety R, DB, PG Asthma
(2019)

Any ICS

FF/VI 100/25 QD

FF 100 QD

Double strip

Up to 76 Time to first 
severe 
exacerbation
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FFA115283 Efficacy, safety R, DB, PG, 
PC

Asthma
(242)

FF 50 QD

Placebo

12 Trough FEV1

FFA115285 Efficacy, safety R, DB, DD, 
PG, PC

Asthma
(347)

FF 50 QD

FP 100 BID

Placebo

24 Trough FEV1

FF = fluticasone furoate, R = randomized, PC =placebo controlled, DB = double blind, PG = parallel group

Sources: Module 5.2 Tabular listing of all studies

Table 4. Additional Safety Studies

HZA113989 Safety, 
tolerability

R, OL, PG Asthma
(247)

FF/VI 100/25 QD

FF/VI 200/25 QD

52 Incidence of all 
adverse events 
occurring during 
the treatment 
period

HZA106851 Effects on HPA 
axis

R, DB, DD, 
PC, AC, PG

Asthma 
(185)

FF/VI 200/25 QD

FF/VI 100/25 QD

Prednisolone 10 mg

Placebo

6 Ratio to baseline 
of the 0-24 hour 
weighted mean 
serum cortisol at 
the end of the 6 
week treatment 
period

HZA106839 Safety R, DB, DD, 
AC, PG

Asthma
(503)

FF/VI 100/25 QD

FF/VI 200/25 QD

FP 500 BID

52 Incidence of 
adverse events

HZA116863
(in progress)

Efficacy/safety R, DB, PG Asthma
(Planned= 
990)

FF/VI 100/25 QD

FF/VI 200/25 QD

12 Weighted mean 
serial FEV1 over 
the 0-24 hours 
post-dose at the 
end of the 12-
week treatment 
period

FF = fluticasone furoate, R = randomized, PC =placebo controlled, DB = double blind, PG = parallel group

Sources: Module 5.2 Tabular listing of all studies

A.  Brief Overview of Efficacy

Based on the information derived from the dose ranging studies, the Sponsor proposed two 
doses, 100 mcg and 200 mcg inhaled QD, for registration.  Studies FFA112059 and HZA 
106287 are proposed by the Sponsor as providing support for the efficacy of the 100 mcg QD 
dose. Studies FFA114496 and HZA106829 are proposed by the Sponsor as providing support 
for the added benefit of the 200 mcg dose over the 100 mcg dose.  The top-line results per the 
Sponsor’s analysis of the data are outlined in the table below. 
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Table 5. Pivotal Phase 3 Study Results

Study Design Treatment LS mean change Change from baseline in trough 

FEV1

FFA112059 MC, R, DB, 
DD, P, AC

FF 100 QD

FP 250 BID

Placebo

161 ml
159 ml
  15 ml

146 mL [36,257]
p = .009

HZA106827 MC, S, R, 
DB, PG, PC

FF 100 QD

FF/VI 100/25 QD

Placebo

332 ml
368 mL
196 ml

136 mL [51,222]
p = 0.002

FFA114496 R, DB, PG FF 100 QD

FF 200 QD

208 ml
284 ml

77 mL [-39,192]

HZA106829

Non-

inferiority

MC, R, DB, 
PG, AC

FF 200 QD

FP 500 BID

201 mL

183 mL

18 mL [-66,102]

Per the Sponsor’s analysis, FF 100 mcg QD was statistically superior as compared with 
placebo when evaluating the primary endpoint of change from baseline in trough FEV1 (146 
mL, p=0.009 in study FFA112059 and 136 mL, p=0.002 in HZA106827).  

FF 200 mcg showed a numerical, although not statistically significant improvement in FEV1 (77 
mL) over FF 100 mcg.  When examining other secondary endpoints, there was no difference in 
rescue free days or asthma exacerbations between the two doses. Mean ACT scores at 
baseline were similar in both groups with 86% of subjects reporting a score < 20 (uncontrolled). 
At week 24: 53% in 100 mcg group had a score > 20 (controlled), and 59% in the 200 mcg 
group had a score > 20. The odds of patient being well controlled were 42% greater for 200 
mcg compared with 100 mcg (OR 1.42; 95% CI 0.76, 2.68).  

Reviewer’s Comment: The added/incremental benefit of the 200 mcg dose over the 100 mcg 
dose will be a review issue.

5. Safety Database

The number of subjects randomized who received at least one dose of study medication in the pooled 
safety database) is described below:
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Table 9. Total Number of Subjects Exposed

Study Grouping
Total Subjects Treated1

Total2 FF
Single-Strip3

FF
Two-Strip3

FF DISKUS or
DISKHALER3

Integrated Studies
Non-integrated Studies
Clinical Pharmacology Studies

6219
1654
795

590
0

66

2628
185
255

0
977
418

Program Total 8668 656 3068 1395
Source: Clinical summary of safety, Table 7

               1.Numbers provided are not unique subjects
2.Safety Population for Clinical Pharmacology studies and ITT Population for Integrated and Non-integrated studies
3.All doses studied

Table 10. Total number exposed per dose strength

100 mcg 200 mcg

Total number exposed 1663 608

Total number exposed for 6 
months

1243 313

Total number exposed for 1 
year

1010
*1211

0
*202

*If including study HZA106839

There were 2 deaths, both in the FF 100 DS populations. One subject expired secondary to 
respiratory failure from bronchogenic carcinoma diagnosed 173 days after initiation of FF 
therapy. The other subject developed pneumonia 114 days after starting treatment with FF 
100 and died of sepsis and pneumonia. Other serious adverse events were as follows:

Table 11. Summary of SAEs in the Pooled Safety Database

SAE
(Preferred Term)

Number (%) of subjects

Placebo
N=858

FF 50
N=338

FF 100
N=1663

FF 200
N=608

Any SAE 7 (<1) 1 (<1) 38 (2) 7 (1)
Asthma 1 (<1) 0 9 (<1) 1 (<1)

Pneumonia 1 (<1) 0 4 (<1) 1 (<1)

Abscess 0 0 1 (<1) 1 (<1)

Pyelonephritis 1(<1) 0 1 (<1) 0
Intervertebral disc protrusion 0 0 1 (<1) 1(<1)

Cholelithiasis 1(<1) 0 1 (<1) 0
Hypertension 0 0 1 (<1) 0
Source: Summary of clinical safety table 18
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Table 12. Summary of AE of special interest in the pooled safety database:

Special Interest
AE (Preferred
Term)

Number (%) of subjects

Placebo
N=858

FF 50
N=338

FF 100
N=1663

FF 200
N=608

Local steroid
effects

Oropharyngeal pain
Dysphonia
Oral candidiasis
Oropharyngeal candidiasis

15 (2)

11 (1)
4 (<1)

0
1 (<1)

7 (2)

2 (<1)
1 (<1)
4 (1)

1 (<1)

122 (7)

71 (4)
23 (1)
18 (1)
7 (<1)

48 (8)

19 (3)
11 (2)
8 (1)
9 (1)

LRTI excluding pneumonia
Bronchitis

16 (2)
15 (2)

1 (<1)
0

114 (7)
98 (6)

19 (3)
15 (2)

Hypersensitivity 13 (2) 3 (<1) 41 (2) 6 (<1)
Bone disorders 0 2 (<1) 21 (1) 2 (<1)
Pneumonia 2 (<1) 0 10 (<1) 4 (<1)
Effects on glucose 0 0 11 (<1) 2 (<1)
Ocular effects 0 0 6 (<1) 0

Source: Summary of clinical safety table 20

Overall, the most frequently reported adverse events were headache, nasopharyngitis, upper 
respiratory tract infection, and bronchitis. There did not seem to be any dose response of these 
events. A total of 61 subjects in the integrated clinical studies reported SAEs (<1% to 2% across 
treatment groups) with asthma being the most frequent SAE. The most common adverse event 
of special interest was local steroid effects. Of note, there was an increase in incidence per 
1000 treatment years for FF 200 compared to FF 100 and placebo (23.6 versus 8.5 and 10.8, 
respectively) as seen in the plot below. However, the overall incidence was low at <1% for both 
treatment groups.

Reviewer’s Comment: The Sponsor is relying on study HZA106839 to provide long term safety 
data for the 200 mcg dose; if the two devices are not found to be equivalent, i.e. the exposure to 
FF when in the DS product is significantly less, then there may not be enough long term safety 
data to support the 200 mcg dose as this study utilized the DS, not SS, device; this will be a 
review issue. A comment outlining this as a concern will be communicated to the sponsor in the 
74-day letter.

Plot of Serious Pneumonia Incidence per 1000 Subject-Years and
95% CI by Treatment Group (Integrated Clinical Studies)

                                            

Source: Figure 10, Summary of Clinical Safety
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10. Recommendation
This NDA application is recommended as fileable.

11. Comments to Sponsor

The relative exposure to fluticasone furoate delivered via the single strip device compared with 
the double strip device will require further review. Due to potential differences in systemic 
exposure to FF between the two devices (i.e. less exposure via the double strip device), the 
ability of study HZA106839 to support the long-term safety of FF 200 mcg will be a review issue. 

       12. Filing Checklist

Content Parameter Yes No NA Comment
FORMAT/ORGANIZATION/LEGIBILITY

1. Identify the general format that has been used for this 
application, e.g. electronic CTD.

X Electronic CTD

2. On its face, is the clinical section organized in a manner to 
allow substantive review to begin?

X

3. Is the clinical section indexed (using a table of contents) 
and paginated in a manner to allow substantive review to 
begin?

X

4. For an electronic submission, is it possible to navigate the 
application in order to allow a substantive review to begin 
(e.g., are the bookmarks adequate)?

X

5. Are all documents submitted in English or are English 
translations provided when necessary?

X

6. Is the clinical section legible so that substantive review can 
begin?

X Module 2.7

LABELING

  7. Has the applicant submitted the design of the development 
package and draft labeling in electronic format consistent 
with current regulation, divisional, and Center policies?

X Module 1.14.1

SUMMARIES

8. Has the applicant submitted all the required discipline 
summaries (i.e., Module 2 summaries)?

X

9. Has the applicant submitted the integrated summary of 
safety (ISS)?

X Module 5.3.5.3

10. Has the applicant submitted the integrated summary of 
efficacy (ISE)?

X Module 5.3.5.3

11. Has the applicant submitted a benefit-risk analysis for the 
product?

X Module 2.5 section 6

12. Indicate if the Application is a 505(b)(1) or a 505(b)(2). If 
Application is a 505(b)(2) and if appropriate, what is the 
reference drug?

X 505(b)1
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Content Parameter Yes No NA Comment
DOSE

13. If needed, has the applicant made an appropriate attempt
to determine the correct dosage and schedule for this
product (i.e., appropriately designed dose-ranging
studies)?

1. Study Number: FFA 109684 (high dose)

Sample Size: 601 Arms: FF QD 200, 400, 600,   

                                                  800
FP 500 BID 

Placebo

Location in submission: 5.3.5.1 ffa109684

2. Study Number: FFA 109685 (med dose)

Sample Size: 615 Arms: FF QD 100, 200, 300, 

                                                  400
FP 250 BID 

Placebo

Location in submission: 5.3.5.1 ffa109685

3. Study Number: FFA 109687 (low dose)

Sample Size: 622 Arms: FF QD 25, 50, 100, 200

FP 100 BID 

Placebo

Location in submission: 5.3.5.1 ffa109687

Dose Regimen
1. FF Asthma QD vs BID 

Study Number: FFA112202

   Sample Size: 190 Arms: FF 200 QD & 100 BID
FP 200 QHS & 100 BID 

Placebo

Location in submission: 5.3.5.1 ffa112202

X
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Content Parameter Yes No NA Comment
EFFICACY
14. Do there appear to be the requisite number of adequate

and well-controlled studies in the application?

Pivotal Study #1: FFA112059

Sample Size: 228 Arms:  FF 100 QD
Duration: 24 wks FP 250 BID

1 Endpt: trough FEV1 Placebo
Location in submission: 5.3.5.1

Pivotal Study #2: FFA114496

Sample Size:238 Arms:  FF 100 QD 

  Duration: 24 wks FF 200 QD

1 Endpt: trough FEV1

Location in submission: 5.3.5.1

Pivotal Study #3: HZA106827

Sample Size: 609              Arms:  FF/VI 100/25 QD

Duration: 12 wks FF 100 QD

1 Endpt: trough FEV1                  Placebo

Location in submission: 5.3.5.1

Pivotal Study #4: HZA106829

Sample Size: 586 Arms:  FF 200 QD

Duration: 24 weeks FP 500 BID

1 Endpt: trough FEV1

Location in submission: 5.3.5.1

Pivotal Study #5: HZA106837

Sample Size:                     Arms:  FF/VI 100/25 QD

                                                       FF 100 QD 

Duration: Up to 76 weeks

1 Endpt: trough FEV1

Location in submission: 5.3.5.1

X
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Content Parameter Yes No NA Comment
15. Do all pivotal efficacy studies appear to be adequate and 

well-controlled within current divisional policies (or to the 
extent agreed to previously with the applicant by the 
Division) for approvability of this product based on 
proposed draft labeling?

X

16. Do the endpoints in the pivotal studies conform to previous 
Agency commitments/agreements? Indicate if there were 
not previous Agency agreements regarding 
primary/secondary endpoints.

X No formal agreements

17. Has the application submitted a rationale for assuming the 
applicability of foreign data to U.S. population/practice of 
medicine in the submission?

X

SAFETY

18. Has the applicant presented the safety data in a manner 
consistent with Center guidelines and/or in a manner 
previously requested by the Division?

   X

19. Has the applicant submitted adequate information to assess 
the arrythmogenic potential of the product (e.g., QT
interval studies, if needed)?

X HZA105548

20. Has the applicant presented a safety assessment based on all 
current worldwide knowledge regarding this product?

   X

21. For chronically administered drugs, have an adequate 
number of patients (based on ICH guidelines for exposure4) 
been exposed at the dose (or dose range) believed to be 
efficacious?

   X Total # exposed:
●FF 100: 1663
●FF 200: 608

Total # exposed for at 
least six months (300-600 
required):
●FF100: 1243
●FF200: 313

Total number exposed for 
at least one year (100 
required):
●FF100: 1010
●FF200: 0
In study HZA106839:
●FF/VI 100/25: 201
●FF/VI 200/25: 202

Adequate size and 
exposure for safety 
database

4 For chronically administered drugs, the ICH guidelines recommend 1500 patients overall, 300-600 patients for six 
months, and 100 patients for one year. These exposures MUST occur at the dose or dose range believed to be 
efficacious.
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Content Parameter Yes No NA Comment
22. For drugs not chronically administered (intermittent  or 

short course), have the requisite number of patients been 
exposed as requested by the Division?

X

23. Has the applicant submitted the coding dictionary5 used for 
mapping investigator verbatim terms to preferred terms?

X

24. Has the applicant adequately evaluated the safety issues that 
are known to occur with the drugs in the class to which the 
new drug belongs?

X 5.3.5.3 ISS section 2.8
●Local steroid effects
●LRTI excluding pneumonia
●Hypersensitivity
●Bone disorders
●Pneumonia
●Effects on glucose
●Ocular effects

5 The “coding dictionary” consists of a list of all investigator verbatim terms and the preferred terms to which they 
were mapped. It is most helpful if this comes in as a SAS transport file so that it can be sorted as needed; however, if 
it is submitted as a PDF document, it should be submitted in both directions (verbatim -> preferred and preferred -> 
verbatim).

Content Parameter Yes No NA Comment
25. Have narrative summaries been submitted for all deaths and 

adverse dropouts (and serious adverse events if requested 
by the Division)?

X Table of links to all 
narratives for all CSR 
ISS Table 46 pg 99

OTHER STUDIES

26. Has  the  applicant   submitted  all  special  studies/data 
requested by the Division during pre-submission 
discussions?

X Submitted HZA106839 

to support HPA axis 

safety and HZA 106851 

to support long-term 

safety including 

ophthalmic safety

27. For Rx-to-OTC switch and direct-to-OTC applications, are 
the necessary consumer behavioral studies included (e.g., 
label comprehension, self-selection and/or actual use)?

X
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PEDIATRIC USE

28. Has the applicant submitted the pediatric assessment, or 
provided documentation for a waiver and/or deferral?

X Waiver requested for 
children < 5 years old

ABUSE LIABILITY

29. If relevant, has the applicant submitted information to 
assess the abuse liability of the product?

X 5.3.5.3 ISS Section 5.6

There is no evidence for 
and no anticipation of 
patient abuse

FOREIGN STUDIES

30. Has the applicant submitted a rationale for assuming the 
applicability of foreign data in the submission to the U.S. 
population?

X US v Non US subgroup 
analysis performed

DATASETS

31. Has the applicant submitted datasets in a format to allow 
reasonable review of the patient data?

X

32. Has the applicant submitted datasets in the format agreed to 
previously by the Division?

X

33. Are all datasets for pivotal efficacy studies available and 
complete for all indications requested?

X

34. Are all datasets to support the critical safety analyses 
available and complete?

X

35. For the major derived or composite endpoints, are all of the 
raw data needed to derive these endpoints included?

X

CASE REPORT FORMS

36. Has the applicant submitted all required Case Report Forms 
in a legible format (deaths, serious adverse events, and 
adverse dropouts)?

X Within individual CSR

37. Has the applicant submitted all additional Case Report 
Forms (beyond deaths, serious adverse events, and adverse 
drop-outs) as previously requested by the Division?

X

FINANCIAL DISCLOSURE

38. Has  the  applicant  submitted  the  required  Financial
Disclosure information?

X Module 1.3.4

GOOD CLINICAL PRACTICE

39. Is there a statement of Good Clinical Practice; that all 
clinical studies were conducted under the supervision of an 
IRB and with adequate informed consent procedures?

X Module 2.5 Section 
1.4.1

                    IS THE CLINICAL SECTION OF THE APPLICATION FILEABLE? YES
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