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2.

Expanded Statistical Methods Section

For the incidence of SAEs of pneumonia, the non-inferiority margin for the ratio of the
proportions of patients with ≥1SAE of pneumonia on FF/VI versus usual care was set at 2.
Non-inferiority would be demonstrated if the upper limit of the two-sided 95% confidence
interval for the incidence ratio FF/VI / usual care was less than 2. The incidence ratio was
calculated as the percentage of patients who had ≥1SAE of pneumonia in the FF/VI group
divided by the percentage of patients who had ≥1SAE of pneumonia in the Usual Care group.
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The two-sided confidence interval of the incidence ratio was calculated assuming that the
natural logarithm of the incidence ratio follows a normal distribution.
Based on 2018 randomized subjects per arm the study had < 35% power to assess a noninferiority comparison for the proportion of subjects with serious pneumonia at the one-sided
2.5% significance level, assuming a base serious pneumonia incidence of 0.35%. The
calculations used a non-inferiority margin of 2 for the ratio of the proportion of subjects with
at least one serious pneumonia in the FF/VI arm versus the UC arm.

3.

Other outcomes

Secondary and other effectiveness outcomes have been previously published (1) and also
listed here:
Secondary effectiveness endpoints
•

Percentage of patients with ACT total score ≥20 at weeks 12, 24, 40 and 52

•

Mean change from baseline in ACT total score at weeks 12, 24, 40 and 52

•

All/asthma-related primary or secondary care contacts

•

Mean annual rate of severe asthma exacerbations

•

Number of salbutamol inhalers (adjusted to equivalence of 200 actuations) dispensed
from study-enrolled community pharmacies over the entire treatment period

•

Time to modification of initial therapy (i.e. therapy the patient is randomized to at visit
2)

•

Percentage of patients who have an increase from baseline of ≥0.5 in AQLQ(s) total
score at week 52

•

Percentage of patients who have an increase from baseline of ≥0.5 in AQLQ(s)
environmental stimuli domain score at week 52
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All contacts are any encounter the patient may have with a doctor or nurse or other healthcare
professionals working as part of the NHS (including telephone calls). Contacts with the NHS
or hospitalization are defined as exacerbation-related contacts if these contacts were a direct
result of an acute worsening of asthma symptoms. Contacts are defined to be asthma-related
as per GP/investigator-defined normal clinical practice. These contacts do not include
protocol-defined study-related visits/contacts

A prescription of systemic corticosteroid or antibiotics is defined as exacerbation-related if
the reason the drug was given, in whole or in part, was to treat an acute worsening of asthma
symptoms.

A severe asthma exacerbation is defined as deterioration of asthma requiring the use of
systemic corticosteroids (tablets, suspension or injection) or antibiotics, an inpatient
hospitalization, or emergency department visit due to asthma that required systemic
corticosteroids or antibiotics. Exacerbation-related hospitalization includes hospitalization
that is prolonged as a result of an asthma exacerbation

Other secondary effectiveness endpoints:
In addition to the primary and secondary outcomes, other effectiveness end-points were
included, to be reported in detail in a later publication. These include:


Mean change from baseline in individual question scores for ACT at weeks 12, 24, 40
and 52.



Mean change from baseline in total score and domain scores of AQLQ(s) at weeks 24
and 52.



Percentage of patients who have an increase from baseline of ≥0.5 in AQLQ(s).
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WPAI: asthma at week 52.



Health status using the EQ-5D at week 52.



Adherence with study medication based on analysis of medications (prescribed,
dispensed and collected) during the study.



Use of the MARS-A at week 52.



Increase from baseline of ≥0.5 in AQLQ(s) refers to: total score at week 24; individual
domain scores at week 24; individual domain scores (symptoms, activity, limitations and
emotional function) at week 52.



WPAI: asthma at week 52 refers to the following categories: percentage of work time
missed due to asthma: percentage of impairment while working due to asthma;
percentage of overall work impairment due to asthma; percentage of activity impairment
due to asthma.

4.

Treatment modification

Due to the nature of this effectiveness study, GPs were allowed to change patients’ treatment
as they found appropriate, the only exception being that patients in the Usual Care group
were no allowed the study medication FF/VI. Table s1 shows the extent of treatment
modification.

Table S1. Treatment modifications for the total populations
Number of patients that

Usual Care

FF/VI

(N=2119)

(N=2114)

Modified Study Medication

376 (18%)

463 (22%)

1 modification

304 (81%)

371 (80%)
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2 modifications

51 (14%)

67 (14%)

3 modifications

17 (5%)

18 (4%)

4 modifications

2 (<1%)

6 (1%)

>4 modifications

2 (<1%)

1 (<1%)

FF/VI subjects who switched to Usual Care

1 (<1%)

381 (18%)

Usual Care subjects who switched to FF/VI

3 (<1%)

3 (<1%)

Patients on FF/VI tended to change more often and did so earlier in the trial period than the
Usual Care group as shown in Figure s1.

Figure S1. Time to modification of initial therapy
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Note: This plot also included patients who withdrew from the study. Modification for this
endpoint was defined as any change in brand, dose or frequency of inhaler, i.e.: stepping up
in class, dose or frequency, stepping down in class, dose or frequency, switching to another
brand of inhaler, switching treatment arm or withdrawal from the study.

5.

Expanded Results

Figure S2. Baseline subgroups and ACT scores at Week 24 (PEA population)

Table S2a. Percentage of subjects with an ACT score ≥ 20 or increase from baseline of
≥ 3 (responder); and percentage of subjects with ACT ≥ 20 (PEA)
Week

ACT ≥ 20 or increase from
baseline of ≥ 3
UC
N=1514

FF/VI
N=1512

Adjusted OR
(95% CI); P

ACT ≥ 20
UC
N=1514

FF/VI
N=1512

Adjusted OR
(95% CI); P
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12, n/n*
(%)

818/1449 1036/1437
(56)
(72)

2.04
(1.74, 2.39);
p<0.0001

500/1449
(35)

759/1437
(53)

2.28
(1.95, 2.68);
p<0.0001

24, n/n*
(%)

784/1399 977/1373
(56)
(71)

2.00
(1.70, 2.34);
p<0.0001

501/1399
(36)

704/1373
(51)

1.98
(1.69, 2.33);
p<0.0001

40, n/n*
(%)

778/1373 936/1354
(57)
(69)

1.77
(1.51, 2.07);
p<0.0001

483/1373
(35)

680/1354
(50)

1.96
(1.67, 2.31);
p<0.0001

52, n/n*
(%)

713/1363 891/1349
(52)
(66)

1.83
(1.57, 2.15);
p<0.0001

452/1363
(33)

671/1349
(50)

2.11
(1.79, 2.49);
p<0.0001

Table S2b. Percentage of subjects with an ACT score ≥ 20 or increase from baseline of
≥ 3 (responder) (ICS alone subset of PEA and ICS/LABA subset of PEA)
Week

ICS alone subset of PEA

ICS/LABA subset of PEA

UC
N=492

FF/VI
N=484

Adjusted OR
(95% CI)

UC
N=989

FF/VI
N=997

Adjusted OR
(95% CI)

12, n/n*
(%)

279/470
(59)

351/456
(77)

2.29
(1.72, 3.06)

522/948
(55)

663/952
(70)

1.93
(1.59, 2.33)

24, n/n*
(%)

259/454
(57)

324/440
(74)

2.13
(1.60, 2.83)

511/916
(56)

637/908
(70)

1.95
(1.60, 2.38)

40, n/n*
(%)

246/443
(56)

315/421
(75)

2.41
(1.80, 3.23)

515/902
(57)

602/907
(66)

1.55
(1.27, 1.88)

52, n/n*
(%)

239/437
(55)

301/423
(71)

2.07
(1.56, 2.75)

457/901
(51)

575/900
(64)

1.80
(1.49, 2.18)

Table S3 Change from baseline in ACT - PEA
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Week

ACT ≥ 20 or increase from baseline of ≥ 3

Baseline ACT scores, mean (SD)

UC

FF/VI

Difference

N=1514

N=1512

Mean (95% CI)

14.2 (3.5)

14.4 (3.5)

Week 12
•

ACT score

17.1

18.9

1.9 (1.6, 2.2)

•

Change from baseline

2.7

4.6

p<0.0001

Week 24
•

ACT score

17.1

18.8

1.6 (1.3, 2.0)

•

Change from baseline

2.8

4.4

p<0.0001

Week 40
•

ACT score

17.0

18.6

1.6 (1.3, 1.9)

•

Change from baseline

2.7

4.3

p<0.0001

Week 42
•

ACT score

16.8

18.5

1.7 (1.4, 2.1);

•

Change from baseline

2.5

4.2

p<0.0001
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PROTOCOL SUMMARY
Rationale
The pivotal phase III studies will be key to demonstrating the safety and efficacy of FF/
VI. However, it is increasingly acknowledged that randomised clinical trials by definition
tend to be highly controlled and enrol a more highly selected patient population than is
expected to be prescribed the medication post-approval. The need for data in a more
representative population in a ‘real world’ setting is increasingly being recognised as
important to complement pivotal phase III safety and efficacy studies in order to establish
the benefits and therefore the value of a medication in the context of clinical practice.
Moreover, double-blind comparison of once daily to twice daily medicines, while
important for assessing efficacy, removes a potential source of difference in effectiveness
derived from patient behaviour and experience. GSK has observed an increasing demand
from payers who make reimbursement and policy decisions for data that enables the
evaluation of a drug's effectiveness and impact on the health care system at launch, e.g.
effectiveness data from a setting close to 'real world' in addition to traditional randomised
clinical studies.
The impact of a drug on patient healthcare seeking behaviour and utilisation of local
healthcare services is hard to measure from clinical studies with their own schedule of
defined visits and procedures, whereby the physician and patient are following a
prescriptive protocol rather than the usual practice.
This open-label randomised clinical study will utilise an integrated primary and
secondary care electronic medical record data warehouse to evaluate the effectiveness of
fluticasone furoate (FF)/vilanterol (VI) Inhalation Powder compared with existing asthma
maintenance therapy.
The randomisation of asthma maintenance therapy and stratification by asthma
maintenance therapy prescribed at Visit 2 (ICS or ICS/LABA) and by baseline Asthma
Control Test (ACT) score, ensuring treatment groups balanced on disease severity and
level of asthma control, is a strength of this population-based study recruited in GP’s
offices to minimise bias relative to a strictly observational (non-interventional) postmarketing design where physician choice of therapy is typically channelled to patients in
whom the GP believes maximum benefit/minimum risk will be observed.

Objective(s)
Primary objective
The study described herein proposes implementing an integrated primary and secondary
care Electronic Medical Record (EMR)-based, randomised, open label clinical trial
design to evaluate effectiveness, that would more typically fit within a post-approval
timeframe. Given this innovative approach in Phase III of such a program and its
implementation in a single linked EMR environment of a fixed patient population where
this design is currently operationally feasible, it is likely that some of the planned
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analyses will be underpowered given limited sample sizes and less predictable rates of
recruitment/retention.
The objective of the study is to compare the effectiveness of fluticasone furoate
(FF)/vilanterol (VI) Inhalation Powder (FF 100mcg/VI 25mcg or FF 200mcg/VI 25mcg)
with usual asthma maintenance therapy over twelve months in a large UK primary care
population of subjects with Asthma. FF/VI will be administered once-daily (QD) via the
Novel Dry Powder Inhaler (NDPI).
The study is designed to detect a treatment difference of 6% between usual asthma
maintenance therapies and FF/VI on the primary endpoint at the significance level 0.05
and 90% power.
The primary endpoint is defined as the percentage of subjects who have either an ACT
total score of ≥ 20 or an increase from baseline of ≥ 3 in ACT total score at Week 24 (6th
month) assessment.
The Intent-to-Treat (ITT) population is defined as all subjects who have been randomised
and received at least one prescription of study medication (e.g., FF/VI or usual asthma
maintenance therapy). The primary efficacy analysis population is defined as all ITT
subjects who have an ACT total score of < 20 at baseline (Randomisation Visit).

Secondary Objective
The secondary objective is to compare the incidence serious adverse events of
pneumonia during the study of fluticasone furoate (FF)/vilanterol (VI) Inhalation Powder
(FF 100mcg/VI 25mcg or FF 200mcg/VI 25mcg) with usual asthma maintenance therapy
over twelve months.
Events of pneumonia are determined by the patient’s general practitioner using the
definition of community acquired pneumonia provided by the [British Thoracic Society
2011]. In the event of serious pneumonia diagnosis will be determined by the clinical
judgment of the admitting, or treating physician within the hospital, where the subject is
treated for that episode. These treating physicians are not investigators within this study,
though they will be aware of the nature of the study. Events are captured in three ways:
1. With most events, reports of SAEs of pneumonia will be automatically captured
using the ICD-10 codes (ICD-10 codes J13 to J18 (with all sub codes) with the
addition of code J85.1).All hospitals use ICD-10 codes.
2. All other serious adverse events will also be evaluated by physicians affiliated to
the Salford Royal Foundation Trust hospital and University Hospital South
Manchester to identify any possible additional reports of pneumonia.
3. Additionally, a comprehensive list of ICD-10 codes will be used to search all
diagnostic fields and discharge codes for events of pneumonia to ensure all
diagnosed serious events have been reported.
Discharge codes will be reviewed by the SLS Safety Team for any unreported SAEs of
pneumonia, which will then be reported to GSK using the SAE reporting process. All
SAE narratives, regardless of the event, will be reviewed by the SLS Safety Team to
14

2011N129785_02

CONFIDENTIAL
HZA115150

identify any unreported SAEs of pneumonia associated with a different SAE. These will
then be reported to GSK using the SAE reporting process.
It is anticipated that based on local practice [British Thoracic Society 2011], that most
subjects will have a chest x-ray performed with each episode of pneumonia. Radiological
review of these x-rays will be as standard local practice. The radiologist is not affiliated to
this study, or the investigator. The presence of compatible infiltrates on the x-ray will be part
of the pneumonia analysis.

This is a real world study, with minimal intervention. However demographic information
and any collected clinical and laboratory information will be incorporated in the
assessment of each episode of pneumonia to evaluate markers for severity.

Study Design
This is a Phase III multi-centre, randomised open label study performed in subjects in
primary care who have a diagnosis of and regular treatment of asthma in a localised
geographical region of the UK i.e. PPD
Approximately 4036 subjects who are taking an inhaled corticosteroid (ICS) without a
long acting beta2-agonist (LABA) or ICS with LABA combination (this could be a fixed
dose combination or an ICS/LABA provided in two separate inhalers) will be randomised
to receive either FF/VI (FF 100mcg/VI 25mcg or FF 200mcg/VI 25mcg) or to continue
on usual asthma maintenance therapy. The study randomisation will be stratified by
asthma control test (ACT) score (≥20, 16 to 19, or ≤15) and by prescription given at Visit
2 (ICS or ICS/LABA) (see Table 3).
Subjects will visit the GP practice a minimum of two times over a twelve month period
while participating in the study. The first visit will be Visit 1, which can take place
between Day -30 and Day -1. At Visit 1, suitable subjects will be consented. The second
visit will be Visit 2 (Day 0) where subjects who meet all of the Inclusion Criteria and
none of the Exclusion Criteria will be randomised. Visit 1 and Visit 2 can be combined, if
appropriate. If Visit 1 and Visit 2 are combined then this visit will be Day 0.
Following eligibility assessment and prior to randomisation a new prescription will be
written for each subject as if FF/VI were not available. These medications are recorded in
the e-CRF.
If a subject is then randomised to the FF/VI arm, the prescription written prior to
randomisation to FF/VI arm is not dispensed and will not be used. Instead a new
prescription for FF/VI with appropriate dose (FF/VI 100/25 or 200/25) will be provided
to replace the usual asthma maintenance therapy.
The rationale for this is to allow appropriate treatment comparison between FF/VI and
usual asthma therapy within each patient subgroup (e.g., ICS or ICS+LABA) based on
intended asthma treatment at Visit 2 to address questions by reimbursement authorities.
Each subject randomised to the FF/VI arm will be instructed to administer the study
medication once daily, for the duration of the treatment period. Each subject will be
15
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advised to adhere to FF/VI dosing regimen throughout the study. The investigator may
adjust the dose of FF/VI according to the subject’s response.
Subjects will self-administer their first dose of study drug in the clinic at Visit 2 (or the
combined Visit 1 and Visit 2 if appropriate) under supervision of the site staff.
In addition, each subject will be instructed on the proper use of the GSK NDPI.
Each subject remaining on their usual asthma maintenance therapy will be reminded
about the techniques of how to use their usual asthma maintenance medication, and the
correct dosing.
Randomisation at this visit will be on a 1:1 basis; to the FF/VI fixed dose combination
which will be delivered via a NDPI or continuation with usual asthma maintenance
therapy.
At Months 3, 6 and 9 subjects will be telephoned to enquire about whether the subject has
experienced any serious adverse events or non –serious adverse drug reactions. Female
subjects of child bearing potential will also be reminded about the requirement for
contraception throughout their study participation. At these telephone calls subjects will
also be asked to provide responses to the ACT. The AQLQ(S) questionnaire will also be
conducted at Month 6 by telephone. There will be no additional healthcare interventions
at these assessments. The final Visit 6 will occur at Month 12.
Although only three formal scheduled visits and three telephone assessments are planned
for this study, subjects should continue to visit their physician for any routine visits as per
normal clinical practice, as per the Time and Events Table (Table 4).

Study Endpoints/Assessments
Primary Efficacy Endpoint
The ACT is a validated self-administered questionnaire utilising 5 questions to assess
asthma control during the past 4 weeks on a 5-point categorical scale (1 to 5). By
answering all 5 questions, a subject with asthma can obtain a score that may range
between 5 and 25, with higher scores indicating better control. An ACT score of 5 to19
suggests that the subject’s asthma is unlikely to be well controlled. A score of 20 to 25
suggests that the subject’s asthma is likely to be well controlled. The total score is
calculated as the sum of the scores from all 5 questions, provided all scores are nonmissing; if any individual scores are missing then the overall score will be set to missing.
The minimally important difference (MID) for ACT is 3. [Schatz, 2009].
Each subject will complete the ACT at Visit 2 (Randomisation) and at Weeks 12, 24, 40,
52, and at Early Withdrawal visit.
The primary endpoint is defined as the percentage of subjects who have either an ACT
total score of ≥ 20 or an increase from baseline of ≥ 3 in ACT total score at Week 24 (6th
month) assessment.

16

2011N129785_02

CONFIDENTIAL
HZA115150

The primary efficacy analysis population is defined as all Intent-to-Treat (ITT) subjects
who have an ACT total score of < 20 at baseline (Randomisation Visit).
Secondary Efficacy Endpoints
Secondary endpoints will include;


Percentage of subjects who have either an ACT total score of score ≥ 20 or an
increase from baseline of score ≥ 3 in ACT total score at Week 12, 40 and 52.



Percentage of subjects with asthma control (ACT total score ≥ 20) at Weeks 12, 24,
40 and 52.



Mean change from baseline in ACT total score at Weeks 12, 24, 40 and 52.



Asthma-related secondary care contacts 1,2,5,6



Asthma-related primary care contacts 1,2,3,4



All secondary care contacts1



All primary care contacts1, 3



Mean annual rate of severe asthma exacerbations. A severe asthma exacerbation is
defined as deterioration of asthma requiring the use of systemic corticosteroids 4
(tablets, suspension, or injection) or antibiotics, an inpatient hospitalisation, or
emergency department visit due to asthma that required systemic corticosteroids or
antibiotics2, 4, 6.



Number of salbutamol inhalers (adjusted to equivalence of 200 actuations) collected
by the subjects from study-enrolled community pharmacies over the entire treatment
period.



Time to discontinuation or modification of initial therapy (i.e. therapy the subject is
randomised to at Visit 2).



Percentage of subjects who have an increase from baseline of ≥ 0.5 in AQLQ(s) total
score at Week 52.



Percentage of subjects who have an increase from baseline of ≥ 0.5 in AQLQ(s)
environmental stimuli domain score at Week 52.

Notes defining secondary endpoints:
1.

All contacts are defined as any encounter the subject may have with a doctor or nurse
or other healthcare professionals working as part of the NHS (including telephone
calls).

2.

Contacts with the NHS or hospitalisation are defined as exacerbation-related contacts
if these contacts were a direct result of an acute worsening of asthma symptoms.

3.

These contacts do not include protocol-defined study-related visits/contacts defined
as per the Time and Events Table (Table 4).
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4.

A prescription of systemic corticosteroid or antibiotics is defined as exacerbationrelated if the reason the drug was given, in whole or in part, was to treat an acute
worsening of asthma symptoms.

5.

Contacts are defined to be asthma-related as per GP/Investigator defined normal
clinical practice

6.

Exacerbation-related hospitalisation includes hospitalisation that is prolonged as a
result of an asthma exacerbation.

Other Efficacy Endpoints


Mean change from baseline in individual question scores for ACT at Weeks 12, 24,
40 and 52.



Mean change from baseline in total score and domain scores of AQLQ(S) at Weeks
24 and 52



Percentage of subjects who have an increase from baseline of ≥ 0.5 in AQLQ(S):





Total score at week 24



Individual domain scores at week 24



Individual domain scores (symptoms, activity limitations and emotional
function) at week 52

Work Productivity and Activity Impairment Questionnaire: Asthma (WPAI: asthma)
at week 52


Percent work time missed due to asthma



Percent impairment while working due to asthma



Percent overall work impairment due to asthma



Percent activity impairment due to asthma



Health status using the EuroQol Questionnaire (EQ-5D) at Week 52



Adherence with study medication based on analysis of medications (prescribed,
dispensed and collected) during the study



Use of the Medication Adherence Report Scale for Asthma (MARS-A) at Week 52

Further analyses of resource utilisation will be specified in the reporting and analysis
plan.
Safety Endpoints
Serious Adverse Events (SAE) and non-serious Adverse Drug Reactions (ADR) will be
collected.
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Safety endpoints will include:


Incidence of serious adverse events of pneumonia during the study



Time to first serious adverse event of pneumonia



Deaths due to serious events of pneumonia



Incidence and type of serious adverse events



Incidence and type of adverse drug reactions

The incidence of the serious adverse event of pneumonia for each treatment group is
defined as the proportion of subjects in that group who have experienced at least one
serious adverse event of pneumonia during the study period.
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1.

INTRODUCTION

1.1.

Background

Asthma is a chronic disease of the lungs characterised by airway inflammation,
bronchoconstriction and increased airway responsiveness. Inhaled corticosteroids (ICS)
are considered the most effective anti-inflammatory treatments for all severities of
persistent asthma [GINA, 2009; NIH, 2007; British Thoracic Society, 2011]. The benefits
of ICS include control of asthma symptoms, improvement in lung function, decrease in
airway hyper-responsiveness and possibly, prevention of airway wall remodelling
[Pedersen, 1997; Fanta, 2009].
Fluticasone furoate (FF) is a novel glucocorticoid currently under development for use as
a once daily inhaled treatment for asthma. The drug consists of FF formulated in lactose
for oral inhalation via a novel Dry Powder Inhaler (DPI). Pre-clinical data and early
phase clinical studies indicate that FF has a longer duration of action than fluticasone
propionate (FP) and is therefore suitable for development for once daily administration.
GW642444 is an orally inhaled long-acting agonist of the beta2-adrenoceptor (LABA)
and is also being developed for use in combination with ICS as a once-daily maintenance
treatment of asthma. The drug consists of GW642444 formulated in lactose and
magnesium stearate for oral inhalation via a Novel Dry Powder Inhaler (DPI).
The combination of these two agents is being developed as a once-daily combination
therapy for the long-term maintenance treatment of asthma in adults and children 5
years of age. The availability of a once-daily ICS combined with a LABA would be
expected to help to improve compliance and therefore improve asthma control.
Information on the physical, chemical and pharmaceutical properties of fluticasone
furoate/GW642444 may be found in the Investigator Brochures (GlaxoSmithKline
Document Number RM2008/00012/03).

1.2.

Rationale

The pivotal phase III studies will be key to demonstrating the safety and efficacy of FF/
VI. However, it is increasingly acknowledged that randomised clinical trials by definition
tend to be highly controlled and enrol a more highly selected patient population than is
expected to be prescribed the medication post-approval. The need for data in a more
representative population in a ‘real world’ setting is increasingly being recognised as
important to complement pivotal phase III safety and efficacy studies in order to establish
the benefits and therefore the value of a medication in the context of clinical practice.
Moreover, double-blind comparison of once daily to twice daily medicines, while
important for assessing efficacy, removes a potential source of difference in effectiveness
derived from patient behaviour and experience. GSK has observed an increasing demand
from payers who make reimbursement and policy decisions for data that enables the
evaluation of a drug's effectiveness and impact on the health care system at launch, e.g.
effectiveness data from a setting close to 'real world' in addition to traditional randomised
clinical studies.
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The impact of a drug on patient healthcare seeking behaviour and utilisation of local
healthcare services is hard to measure from clinical studies with their own schedule of
defined visits and procedures, whereby the physician and patient are following a
prescriptive protocol rather than the usual practice.
The randomisation of asthma maintenance therapy and stratification by asthma
maintenance therapy prescribed at Visit 2 (ICS or ICS/LABA) and by baseline Asthma
Control Test (ACT) score, ensuring treatment groups balanced on disease severity and
level of asthma control, is a strength of this population-based study recruited in GP’s
offices to minimise bias relative to a strictly observational (non-interventional) postmarketing design where physician choice of therapy is typically channelled to patients in
whom the GP believes maximum benefit/minimum risk will be observed.
A number of electronic healthcare databases have been developed, many of which are in
the UK, to provide an integrated patient information data source. These databases support
the conduct of efficient studies of pharmacovigilance, pharmacoepidemiology, and the
improvement of the quality of patient care e.g. General Practice Research Database
[Herrett, 2010; Johansson, 2010; Thomas, 2010] and Q-RESEARCH [Simpson, 2010]. In
addition they also allow healthcare professionals to share and view relevant GP-practice
recorded data in close to ‘real-time’. Data from affiliated primary care sites are stored in a
data repository and can be linked to other data such as Hospital Episode Statistics, Office
for National Statistics (ONS), or cancer registries to create a more comprehensive
medical record for research purposes. Patient identifier and sensitive information can then
be removed and the linked data sit as an anonymised data set from which clinical
questions of interest and relevance can be answered. The types of data that can be
obtained include demographics, diagnoses, clinic visits, interventions and procedures,
drug prescribing, and laboratory test data. The particular database being proposed for this
study has the potential to document serious adverse events in close to ‘real time’ when
entered into the patient’s electronic medical record by a healthcare provider in primary or
secondary care to enable monitoring and rapid follow-up in a clinical study.
GSK has completed a feasibility exercise with a group that has developed such a linked
database system - North West e-Health (NWeH) in PPD
UK - and has determined its
capability to conduct a prospective effectiveness trial to evaluate FF/VI in a primary care
setting prior to launch. A key aspect of the feasibility exercise was the conduct of a pilot
retrospective study in asthma patients using the database. The retrospective data have
helped establish burden of disease, information on outcome measures collected, and
event rates of interest, which have helped determine the sample size for a prospective
study.
Further assessments of the ability to supply and dispense investigational product (FF/VI)
along with the ‘usual asthma maintenance treatments’ at community pharmacies
operating in the PPD
area, thereby keeping the real-world environment of the study,
also suggests this is a feasible model linked with the Electronic Medical Records (EMR)
data.
The study will be conducted in a setting that has been developed to ensure maximal
compliance with the study protocol and to create an environment where
pharmacovigilance is robust, thereby enabling patient safety monitoring to be performed
to high standards within the pragmatic conduct of this study.
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Particular emphasis has been placed to ensure the study environment is suitable for this
purpose. Aspects of the study setting have been developed in the following ways:


Pharmacy staff, in all community pharmacies involved in the study will be
trained in GCP, the study protocol and the study medication relevant to their
role.



Repeat prescriptions for study medication can only be dispensed through
participating community pharmacies.



Every GP practice involved has a named principal investigator who is trained in
GCP and on the study protocol and study medication.



Staff in GP practices will be trained as appropriate to their role within the study
and will be trained in GCP to a level appropriate for their role.



A community based support team has been created, with a team of nurses who
have been GCP trained, and who are trained on the protocol, study medication
and respiratory disease; the role of this team is to perform study assessments,
support clinical practices, and community pharmacies in maintaining study
integrity and ensuring patient safety monitoring is compliant with the study
protocol and GCP standards.



A hospital based study team, the clinical safety team, has been developed with
medical informatics experts and clinicians devoted to the study.



Using the EMR, the clinical safety team will identify potential SAEs. Relevant
safety information for each GP site will be electronically accessible by the GPs/
Investigators and community nurses from that site.



The community nurses will be supported by the GPs/ Investigators as well as the
hospital physicians which include a consultant chest physician and the clinical
team.



The study medical monitor will work closely with the community based support
team, and clinical safety team and the hospital teams.

During the 12 month treatment period of this study, all healthcare utilisations and
interventions will be recorded and captured utilising the subjects’ electronic medical
records to enable the collection of data in as close to ‘real time’ as possible. Research
nurses will review subjects’ data and confirm in the electronic case report forms specific
information related to primary and secondary endpoints as a supplement to the routinely
collected EMR data (e.g. asthma exacerbation).
Data will be collected electronically via daily extractions from the system onto the safe
study server; thus maintaining authenticity. ECG, Investigational Product (IP)
prescription data and electronic patient reported outcome (ePRO) data will be collected
using the services and equipment of external vendors and will be transferred to the
NWeH study server. An Optical Character Recognition (OCR) or the pharmacy
electronic medical record (EMR) system will be used to collect or store and manage the
subjects’ electronic prescription data. This data will also be transferred to the NWeH
study server.
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Subjects recruited into the study will be those currently taking an ICS with or without a
LABA with evidence of sub-optimal asthma control and must have had symptoms in the
past week prior to Visit 2. Symptoms are defined by daytime symptoms more than twice
per week, use of short-acting beta2-agonist bronchodilator more than twice per week, any
limitation of activities due to asthma symptoms, or any nocturnal symptoms/awakening.
(The symptoms are based on subject’s recall and are consistent with the GINA and in
principal with the BTS/SIGN guidelines). These subjects will be randomised to receive
FF/VI or continue to take usual asthma maintenance therapy as per normal clinical
practice.

2.

OBJECTIVE(S)

The study described herein proposes implementing an integrated primary and secondary
care Electronic Medical Record (EMR)-based, randomised, open label clinical trial
design to evaluate effectiveness and safety that would more typically fit within a postapproval timeframe. Given this innovative approach in Phase III of such a program and
its implementation in a single linked EMR environment of a fixed patient population
where this design is currently operationally feasible, it is likely that some of the planned
analyses will be underpowered given limited sample sizes and less predictable rates of
recruitment/retention.
The objective of the study is to compare the effectiveness of fluticasone furoate
(FF)/vilanterol (VI) Inhalation Powder (FF 100mcg/VI 25mcg or FF 200mcg/VI 25mcg)
with usual asthma maintenance therapy over twelve months in a large UK primary care
population of subjects with Asthma.
The study is designed to detect a treatment difference of 6% between usual asthma
maintenance therapies and FF/VI on the primary endpoint at the significance level 0.05
and 90% power.
The primary endpoint is defined as the percentage of subjects who have either an ACT
total score of ≥ 20 or an increase from baseline of ≥ 3 in ACT total score at Week 24 (6th
month) assessment.
The primary efficacy analysis population is defined as all Intent-To-Treat (ITT) subjects
who have an ACT total score of < 20 at baseline (Randomisation Visit).
The secondary and other efficacy endpoints of this study will include evaluating
differences between treatment arms in asthma exacerbations (exacerbation-related
prescription of systemic corticosteroids or antibiotics (with or without NHS contact)
and/or hospitalisation, the frequency of all and asthma-related subject contacts in primary
or secondary care (which includes admitted patient care as well as out-patient clinic
visits), adherence to randomised treatment, salbutamol use, health status (EQ-5D
questionnaire), Asthma Quality of Life Questionnaire (AQLQ(S)), Work Productivity
and Activity Impairment (WPAI), Medication Adherence Report Scale for Asthma
(MARS-A) and safety reporting.
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Secondary Objective
The secondary objective is to compare the incidence of serious adverse events of
pneumonia during the study of fluticasone furoate (FF)/vilanterol (VI) Inhalation Powder
(FF 100mcg/VI 25mcg or FF 200mcg/VI 25mcg) with usual asthma maintenance therapy
over twelve months.
Events of pneumonia are determined by the patient’s general practitioner using the
definition of community acquired pneumonia provided by the [British Thoracic Society
2011]. In the event of serious pneumonia diagnosis will be determined by the clinical
judgment of the admitting, or treating physician within the hospital, where the subject is
treated for that episode. These treating physicians are not investigators within this study,
though they will be aware of the nature of the study. Events are captured in three ways:
1) With most events, reports of SAEs of pneumonia will be automatically captured
using the ICD-10 codes (ICD-10 codes J13 to J18 (with all sub codes) with the
addition of code J85.1). All hospitals use ICD-10 codes
2) All other serious adverse events will also be evaluated by physicians affiliated to
the Salford Royal Foundation Trust hospital and University Hospital South
Manchester to identify any possible additional reports of pneumonia.
3) Additionally, a comprehensive list of ICD-10 codes will be used to search all
diagnostic fields and discharge codes for events of pneumonia to ensure all
diagnosed serious events have been reported.
Discharge codes will be reviewed by the SLS Safety Team for any unreported SAEs of
pneumonia, which will then be reported to GSK using the SAE reporting process. All
SAE narratives, regardless of the event, will be reviewed by SLS SafetyTeam to identify
any unreported pneumonia associated with a different SAE. These will then be reported
to GSK using the SAE reporting process.
It is anticipated that based on local practice [BTS 2011], that most subjects will have a chest
x-ray performed with each episode of pneumonia. Radiological review of these x-rays will be
as standard local practice. The radiologist is not affiliated to this study, or the investigator.
The presence of compatible infiltrates on the x-ray will be part of the pneumonia analysis.

This is a real world study, with minimal intervention. However demographic information
and any collected clinical and laboratory information will be incorporated in the
assessment of each episode of pneumonia to evaluate markers for severity.

3.

INVESTIGATIONAL PLAN

3.1.

Study Design

This is a Phase III multi-centre, randomised open label study performed in subjects in
primary care who have a diagnosis of and regular treatment of asthma in a localised
geographical region of the UK i.e. PPD
Approximately 4036
subjects who are taking an inhaled corticosteroid (ICS) without a long acting beta2agonist (LABA) or ICS with LABA combination (this could be a fixed dose combination
or an ICS/LABA provided in two separate inhalers) will be randomised to receive either
24
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FF/VI (FF 100mcg/VI 25mcg or FF 200mcg/VI 25mcg) or to continue on usual asthma
maintenance therapy. The study randomisation will be stratified by asthma control test
(ACT) score (≥20, 16 to 19, or ≤15) and by prescription given at Visit 2 (ICS or
ICS/LABA) (see Table 3).
Subjects will visit the GP practice a minimum of two times over a twelve month period
while participating in the study. The first study visit will be Visit 1, which can take place
between Day -30 and Day -1. At Visit 1, suitable subjects will be consented. The second
visit will be Visit 2 (Day 0) where subjects who meet all of the Inclusion Criteria and
none of the Exclusion Criteria will be randomised. Visit 1 and Visit 2 can be combined, if
appropriate. If Visit 1 and Visit 2 are combined then this visit will be defined as Day 0.
Following eligibility assessment and prior to randomisation, a new prescription will be
written by the GP for each subject as if FF/VI were not available. These medications are
recorded in the e-CRF.
If a subject is then randomised to the FF/VI arm, the prescription written prior to
randomisation to FF/VI arm is not dispensed and will not be used. Instead a new
prescription for FF/VI with appropriate dose (FF/VI 100/25 or 200/25) will be provided
to replace the usual asthma maintenance therapy.
Randomisation at Day 0 will be on a 1:1 basis; to the FF/VI fixed dose combination
which will be delivered via a NDPI or continuation with usual asthma maintenance
therapy.
At Months 3, 6 and 9 subjects will be telephoned to enquire about whether the subject has
experienced any serious adverse events or non –serious adverse drug reactions. Female
subjects of child bearing potential will also be reminded about the requirement for
contraception throughout their study participation. At these telephone calls subjects will
also be asked to provide responses to the ACT. The AQLQ(S) questionnaire will also be
conducted at Month 6 by telephone. There will be no additional healthcare interventions
at these assessments. The final study Visit 6 will occur at Month 12 at the GP’s office.
Although only three formal scheduled visits and three telephone assessments are planned
for this study, subjects should continue to visit their physician for any routine medical
care as per normal clinical practice.
The Time and Events Table is provided in Table 4 and the study schematic in
Appendix 1.
Protocol waivers or exemptions are not allowed with the exception of immediate safety
concerns. Therefore, adherence to the study design requirements, including those
specified in the Time and Events Table, are essential and required for study conduct.
Supplementary study conduct information not mandated to be present in this protocol is
provided in the accompanying Study Procedures Manual (SPM). The SPM will provide
the site personnel with administrative and detailed technical information that does not
impact subject safety.
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An Independent Data Monitoring Committee (IDMC) will be utilised in this study to
ensure external objective medical and/or statistical review of safety issues in order to
protect the ethical and safety interests of subjects.

3.2.

Discussion of Design

The strength of the FF/VI combination have been selected for this study based on the data
generated from the Phase IIB dose ranging studies. Two strengths have been progressed
in the asthma phase III programme and these are 100/25mcg for moderate persistent
asthma and 200/25mcg for severe persistent asthma.
The treatment duration of 12 months (52 weeks) in this study is considered sufficient to
demonstrate effectiveness in the proposed study population.
Although the timepoint of 6 months is considered appropriate to determine the effect of
FF/VI versus usual asthma maintenance therapy on asthma control (the primary
endpoint), a 12 months study duration is considered more appropriate to examine the
effect of FF/VI on other endpoints such as resource use and exacerbations given the
seasonality of asthma morbidity. An open label design is appropriate for such a study
because it is a comparison of benefits and risks of FF/VI versus usual asthma
maintenance therapy in a real life setting.
Previous studies have demonstrated that improvements in ACT score can be seen in
periods of 3-6 months making this a suitable time frame to assess ACT changes. It is
however important that the study extends to one year as it allows for a more
comprehensive longitudinal assessment of ACT over time, allows for seasonal variability
to be taken into account and allows for adjustments to treatment over time to be better
assessed. Furthermore a key element of the study is to understand the treatment effects on
healthcare utilisation including exacerbations and such effects are best monitored over a
one year period.

4.

SUBJECT SELECTION AND WITHDRAWAL CRITERIA

4.1.

Number of Subjects

It is estimated that approximately 4036 subjects (2018 per treatment group), at
approximately 65 study centres in a localised geographical region of the UK i.e. PPD
and PPD
will be required for the study. The total duration of subject
participation will be approximately 12 months (52 weeks).

4.2.

Inclusion Criteria

Specific information regarding warnings, precautions, contraindications, adverse events,
and other pertinent information on the GSK investigational product or other study
treatment that may impact subject eligibility is provided in the IB/IB supplement(s), and
other pertinent documents.
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Deviations from inclusion criteria are not allowed because they can potentially jeopardise
the scientific integrity of the study, regulatory acceptability or subject safety. Therefore,
adherence to the criteria as specified in the protocol is essential.
Subjects eligible for enrolment in the study must meet all of the following criteria:
1.

Informed consent: Subjects must be able to provide informed consent, have their
consent signed and dated. Subjects must be able to complete the electronic subject
questionnaires or allow a proxy to do so on their behalf.

2.

Type of subject: Subjects with documented GP diagnosis of asthma as their primary
respiratory disease.

3.

Current Anti-Asthma Therapy: All subjects must be prescribed maintenance therapy
and receiving ICS with or without LABA (either a fixed combination or via separate
inhalers), and for at least 4 weeks prior to Visit 2.



Other background asthma medication such as anti-leukotrienes are permitted

4.

All subjects on ICS monotherapy or ICS/LABA combination (this can be a fixed
dose combination or an ICS alone or LABA alone in separate inhalers) must have
had symptoms in the past week prior to Visit 2. Symptoms are defined by daytime
symptoms more than twice per week, use of short-acting beta2-agonist
bronchodilator more than twice per week, any limitation of activities, or any
nocturnal symptoms/awakening. (The symptoms are based on subject’s recall and are
consistent with the GINA and in principal with the BTS/SIGN guidelines).

5.

Subject questionnaires: Subjects must be able to complete the electronic subject
questionnaires as well as those questionnaires that are completed by phone or
provide a proxy e.g. a partner/relative/a friend who can do so on their behalf

6.

Gender and Age: Male or female subjects aged 18 years of age at Visit 1
A female is eligible to enter and participate in the study if she is of:

Non-child bearing potential (i.e. physiologically incapable of becoming pregnant,
including any female who is post-menopausal or surgically sterile). Surgically sterile
females are defined as those with a documented hysterectomy and/or bilateral
oophorectomy or tubal ligation. Post-menopausal females are defined as being
amenorrhoeic for greater than 1 year with an appropriate clinical profile, e.g. age
appropriate, history of vasomotor symptoms. However in questionable cases, a blood
sample with FSH > 40MIU/ml and estradiol <40pg/ml (<147 pmol/L) is confirmatory.
OR
Child bearing potential has a negative urine pregnancy test at Visit 2, and agrees to one of
the highly effective and acceptable contraceptive methods used consistently and correctly
(i.e. in accordance with the approved product label and the instructions of the physician
for the duration of the study – Visit 2 to the end of the study). The list of contraceptive
methods is available in Appendix 2.
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4.3.

Exclusion Criteria

Deviations from exclusion criteria are not allowed because they can potentially
jeopardise the scientific integrity of the study, regulatory acceptability or subject safety.
Therefore, adherence to the criteria as specified in the protocol is essential.
Subjects meeting any of the following criteria must not be enrolled in the study:
1.

Recent history of Life-threatening asthma: Defined for this protocol as an asthma
episode that required intubation and/or was associated with hypercapnea, respiratory
arrest or hypoxic seizures within the last 6 months.

2.

COPD Respiratory Disease: A subject must not have current evidence or GP
diagnosis of chronic obstructive pulmonary disease.

3.

Other diseases/abnormalities: Subjects with historical or current evidence of
uncontrolled or clinically significant disease. Significant is defined as any disease
that, in the opinion of the GP/ Investigator, would put the safety of the subject at risk
through participation, or which would affect the efficacy or safety analysis if the
disease/condition exacerbated during the study.

4.

Drug/food allergy: Subjects with a history of hypersensitivity to any of the study
medications (e.g., beta2-agonists, corticosteroid) or components of the inhalation
powder (e.g., lactose, magnesium stearate). In addition, subjects with a history of
severe milk protein allergy that, in the opinion of the GP/ Investigator,
contraindicates the subject’s participation will also be excluded.

5.

Investigational Medications: A subject must not have used any investigational drug
within 30 days prior to Visit 2 or within five half-lives (t½) of the prior
investigational study (whichever is longer of the two), (if unsure discuss with the
medical monitor prior to screening)

6.

Chronic user of systemic corticosteroids: A subject who, in the opinion of the
GP/Investigator, is considered to be a chronic user of systemic corticosteroids for
respiratory or other indications (if unsure discuss with the medical monitor prior to
screening)

7.

Subjects who are using LABA without an ICS as asthma maintenance therapy.

8.

Subjects who plan to move away from the geographical area where the study is being
conducted during the study period and/or if subjects have not consented to their
medical records being part of the electronic medical records database that is
operational in the PPD
area.

9.

Subjects whose current medications include RELVAR® ELLIPTA® are not eligible
to enter the study.

4.4.

Randomisation

There are no specific randomisation criteria. Subjects eligible to enter the study will be
randomised to receive FF/VI or continue to take usual asthma maintenance therapy as per
normal clinical practice. FF/VI dose guidance is given in the Treatment Assignment
section.
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4.5.

Screening

A subject who has signed the study consent form, and is assigned a subject identifier but
is NOT randomised, is classified as a screen failure. The following information on
subjects who are not randomised must be collected:


Date screened



Subject identification number



Demography (race, age and gender)



Reason subject failed screening



Any Serious Adverse Events (SAEs) related to study procedures or
GlaxoSmithKline (GSK) concomitant medications that occurred after signing
the informed consent.

A subject who is classified as a screen failure can be re-screened, but will need to be
provided with a new subject number.
An Interactive Voice Response System (IVRS) called Registration and Medication
Ordering System (RAMOS) will be used to track study enrolment.

4.6.

Withdrawal Criteria

Subjects may be withdrawn from study treatment at any time by the GP/ Investigator if it
is considered to be detrimental for them to continue the study treatment or, may
discontinue a subject from the study at his or her discretion.
A subject may voluntarily discontinue participation in the study. Reasons for subject
withdrawal from study medication or from study may include any of the following:


Adverse Events, including “ adverse drug reaction (ADR)” and “serious
adverse event (SAE)”



“lack of efficacy”



“protocol deviation”



“study closed/terminated”



“lost to follow-up/moved away”



“investigator discretion”



“withdrew consent”

Specific regard should be given to distinguishing withdrawals due to ADRs, SAEs, lack
of efficacy and protocol deviation, following consultation with the medical monitor. The
GP/ Investigator will record the primary reason in the electronic medical record.
Subjects withdrawn from the study will not be replaced.
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Subjects who experience an asthma exacerbation during the Treatment Period can
continue in the study, at the discretion of their GP/Investigator.
A subject will be withdrawn from the study, in consultation with the medical monitor and
GP/ Investigator, if any of the following criteria are met:


Pregnancy: Positive urine pregnancy test or equivalent method of ascertaining
pregnancy e.g. urine or serum pregnancy test performed by a healthcare
professional.



Liver chemistry: Meets any of the Liver chemistry stopping criteria, Section
6.3.1.



ECG: There are no regular ECGs required by this protocol. If, however, while a
subject is receiving study medication, an ECG is performed as part of the normal
clinical practice and a prolonged QT interval is detected (on an average QTc
value of triplicate ECGs), the following assessments for withdrawal from the
study are required, after discussion between GP/Investigator and the medical
monitor:

4.7.

Early Withdrawals

Subjects will be considered to have completed the study upon completion of assessments
and procedures at Visit 6 (Month 12).
The definition of subject early withdrawal from the study will be any subject who is
randomised and, for any reason, does not complete Visit 6 procedures.
The GP/ Investigator must make every effort to have the subject return to the clinic as
soon as possible for an Early Withdrawal Visit and complete the assessments as shown in
the Time and Events, see Table 4.
Subjects who withdraw early from the study may provide consent to allowing use of their
data via the electronic system for the purposes of evaluating many of the study endpoints,
e.g. for the equivalent of the protocol-defined 12 month study interval.

5.

STUDY TREATMENTS

5.1.

Investigational Product and Other Study Treatment

All subjects will receive the asthma medication to be used during the study from the
study-enrolled community pharmacies.
GlaxoSmithKline Clinical Trials Supplies will provide the investigational product
(FF/VI) for use in this study. All FF/VI will be delivered via the GSK NDPI. Each NDPI
provides a total of 30 doses (60 blisters), with each actuation comprising the contents of
one blister from each of the two internal foil strips simultaneously.
Each subject randomised to the FF/VI arm will be instructed to administer the study
medication once daily the duration of the treatment period. Each subject will be advised
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to adhere to FF/VI dosing regimen throughout the study the GP/Investigator may adjust
the dose of FF/VI according to the subjects response. In addition, each subject will be
instructed on the proper use of the GSK NDPI.
Each subject remaining on their maintenance therapy will be reminded about the
techniques of how to use their maintenance medication, and the correct dosing.
A description of the investigational treatments is provided below:
Table 1

Description of Fluticasone Furoate/ GW642444 Inhalation Powder
Novel Dry Powder Inhaler

Compound
Formulation

Dosage Form
Unit Dose Strength
Route of Administration
1.

Fluticasone
Furoate/GW642444
First strip: FF 100mcg blended with
lactose
Second strip: GW642444 25mcg
blended with lactose and magnesium
stearate1
Novel DPI – 30 doses per device
100/25mcg per actuation
Inhaled

Fluticasone
Furoate/GW642444
First strip: FF 200mcg blended
with lactose
Second strip: GW642444 25mcg
blended with lactose and
magnesium stearate1
Novel DPI – 30 doses per device
200/25mcg per actuation
Inhaled

Magnesium stearate 1%w/w of total drug product

All FF/VI and maintenance therapy prescribed throughout the study will be dispensed at,
and collected from, the study-enrolled community pharmacies as per subjects’ usual
routine. Subjects should be reminded about the techniques of how to use their study
medication (FF/VI or usual asthma maintenance therapy), and the correct dosing, as per
normal clinic or pharmacy practice.
All used and unused study medication inhalers (FF/VI or usual asthma maintenance
therapy) should be returned to the study-enrolled community pharmacy when the subjects
collect prescriptions of study medication.
The subject’s use of short/rapid acting beta2-agonist bronchodilator (rescue medication)
will be assessed as it would be in routine care and if required, rescue medication will be
prescribed to subjects to use as needed throughout the study for relief of asthma
symptoms as per usual practice.
At the end of the study, all study supplied study medication (used and unused) will be
destroyed following local standard operating procedures, except where it is suspected that
the GSK NDPI or GSK NDPI packaging is defective. The device and packaging should
be returned to GSK.
The contents of the label will be in accordance with all applicable regulatory
requirements.
Under normal conditions of handling and administration, investigational product is not
expected to pose significant safety risks to site/pharmacy staff. Take adequate
precautions to avoid direct eye or skin contact and the generation of aerosols or mists.
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Notify the monitor of any unintentional occupational exposure. A Material Safety Data
Sheet (MSDS) describing the occupational hazards and recommended handling
precautions will be provided to site staff if required by local laws or will otherwise be
available from GSK upon request.
Investigational product must be stored in a secure area under the appropriate physical
conditions for the product. Access to and administration of the investigational product
will be limited to the investigator and authorised site staff. Investigational product must
be dispensed or administered only to subjects enrolled in the study and in accordance
with the protocol.
All GSK NDPIs containing FF/VI must be stored at a temperature of up to 25°C and a
temperature log maintained.

5.2.

Treatment Assignment

Subjects will be assigned to study treatment in accordance with the randomisation
schedule.
The randomisation schedule will be generated using the GSK validated randomisation
software RANDALL. Once a randomisation number has been assigned to a subject, the
same number cannot be reassigned to any other subject in the study.
Subjects will be randomised (1:1) to one of the following treatment groups:


FF/VI (as per dose guidance below)



Continue on usual asthma maintenance therapy

Dose Guidance:
For subjects randomised to FF/VI, GP/Investigator can make dosing decision based on
the guidance below:
FF/VI 100mcg/25mcg dose is comparable to fluticasone propionate/salmeterol low and
medium doses. See Table 2 for further guidance for dose conversion for other
corticosteroids.
FF/VI 200mcg/25mcg dose is comparable to fluticasone propionate/salmeterol high dose.
See Table 2 for guidance for dose conversion for other corticosteroids
Subjects on ICS alone could be given either FF/VI dose at Visit 2, depending on
GP/Investigators’ discretion.
Subjects who are hepatic impaired should be given a max dose of FF/VI 100mcg/25mcg.
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Table 2

ICS/LABA Daily Dose

Formulation

Inhaler Devices

Doses Available (μg)
ICS/LABA and
Inhalations/day

Fluticasone propionate/salmeterol

DPI

1 inhalation x 2
Low-dose 100/50
Medium-dose 250/50
High-dose 500/50

Fluticasone propionate/salmeterol

pMDI (suspension)

2 inhalations x 2
Low-dose 50/25
Medium-dose 125/25
High-dose 250/25

Budesonide/formoterol

DPI

1-2 inhalations x 2
Low-dose 80/4.5
Medium-dose 160/4.5
High-dose 320/9.0

Budesonide/formoterol

pMDI

2 inhalations x 2

(Suspension)

Low-dose 100/6
Medium-dose 200/6

Beclomethasone/formoterol

Mometasone/formoterol

pMDI

1-2 inhalations x 2

(Solution)

Low-dose 100/6

pMDI

2 inhalations x 2
Low-dose 100/5
Medium-dose 200/5

Information extracted from GINA 2009, refer to GINA for further guidance.
Randomisation Stratification
The study randomisation will be stratified by asthma maintenance therapy prescribed at
Visit 2 (ICS or ICS/LABA) prior to randomisation to ensure treatment balance and to
account for possible different treatment responses due to different disease severity in
these two asthma cohorts (See Table 3).
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The study randomisation will also be stratified by baseline asthma control test (ACT)
score (≥20, 16 to 19, or ≤15) to ensure treatment balance for the primary efficacy analysis
population and to also account for possible different treatment responses based on the
level of asthma control at baseline (See Table 3).
Table 3

ACT Total Score

ACT total score at Visit 2

Asthma Maintenance Therapy (This is
based on the prescription written at Visit
2 before randomisation)

≥ 20

ICS
ICS/LABA

16 to 19

ICS
ICS/LABA

≤15

ICS
ICS/LABA

Assignment of Subject Number

A unique Subject Number will be assigned to any subject who has signed the informed
consent. The unique Subject Number will be used to identify individual subjects during
the course of the study.
Assignment of Randomisation Number

At Visit 2 (Randomisation Visit), subjects meeting the eligibility criteria will be assigned
to study treatment following a telephone call to the Registration and Medication Ordering
System (RAMOS), the interactive voice response system (IVRS). This is a telephone
based system that will be used by the GP/ Investigator or designee to register the subject,
randomise the subject and provide medication assignment information. Details on how to
use RAMOS to register and randomise subjects is provided in the SPM.
Once a randomisation number has been assigned to a subject, it cannot be reassigned to
any other subject in the study.

5.3.

Product Accountability

In accordance with local regulatory requirements, the investigator, designated site staff,
or head of the medical institution (where applicable) must document the amount of
investigational product dispensed and/or administered to study subjects, the amount
returned by study subjects, and the amount received from and returned to GSK, when
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applicable. Product accountability records must be maintained throughout the course of
the study.

5.4.

Treatment Adherence

When the subjects attend the clinic or the study-enrolled community pharmacy, they
should be reminded about the techniques of how to use their study medication (FF/VI or
usual asthma maintenance therapy), and the correct dosing, as per normal clinic or
pharmacy practice. All used and unused study medication inhalers (FF/VI or usual
asthma maintenance therapy) should be returned to the study-enrolled community
pharmacy when the subjects collect prescriptions of study medication,
Treatment adherence will be reviewed using data collected from the OCR (Optical
Character Recognition) or the pharmacy EMR system (or other systems), to compare the
intended prescription, number of inhalers prescribed, inhalers dispensed to subjects, and
inhalers collected by subjects.
Reported adherence to medication will also be assessed with the Medication Adherence
Report Scale for Asthma (MARS-A) questionnaire at Visit 2 and Visit 6/Early
withdrawal visit.

5.5.

Concomitant Medications and Non-Drug Therapies

All prescribed and dispensed concomitant medications taken during the study will be
recorded in the eCRF. The minimum requirement for asthma-related concomitant
medications is that drug name and the dates of prescribing, dispensing and collection will
be recorded.
5.5.1.

Permitted Medications and Non-Drug Therapies

All medications for asthma and other disorders that are not contra indicated in asthma
may be continued throughout the study. Systemic corticosteroids for other conditions will
be permitted.
5.5.2.

Prohibited Medications and Non-Drug Therapies

At clinical doses low plasma concentrations of FF and VI are achieved after inhaled
dosing, due to extensive first pass metabolism and high systemic clearance mediated by
cytochrome P450 3A4 in the gut and/or liver, any clinically significant drug interactions
mediated by FF or VI are unlikely. A CYP3A4 drug interaction study was performed in
healthy subjects with the FF/VI combination (200/25) and Ketoconazole. Coadministration increased mean FF AUC(0-24) and Cmax by 36% and 33%, respectively.
The increase in FF exposure was associated with a 27% reduction in 0-24 h weighted
mean serum cortisol. Co-administration increased mean VI AUC(0-t’) and Cmax 65%
and 22%, respectively. The increase in VI exposure was not associated with an increase
in beta-agonist related systemic effects on heart rate, blood potassium or QTcF interval.
Care is advised when co-administering potent cytochrome P450 3A4 inhibitors (e.g.
ketoconazole, ritonavir) as there is potential for an increased systemic exposure to both
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FF and VI. Consideration should be given to the clinical situation and the duration of
treatment with such concurrent medications.
5.5.3.

Treatment Changes during the Study

Subjects randomised to the usual asthma maintenance therapy arm can have their
treatment adjusted as would be normal clinical practice at the GP’s/Investigator’s
discretion. This will not require the subject to be withdrawn from the study. These
subjects should not receive FF/VI, and if they do they should be withdrawn from the
study.
Subjects randomised to the FF/VI arm and for whom it is considered appropriate/
necessary to adjust treatment, can have their regimen changed as required as per normal
clinical practice at any point in the study and the subject could remain in the study.
Subjects on FF/VI arm can also change between the two FF/VI doses as appropriate and
at the GP’s/Investigator’s discretion.

5.6.

Treatment after the End of the Study

The GP/investigator is responsible for ensuring that consideration has been given to the
post-study care of the patient’s medical condition whether or not GSK is providing
specific post study treatment.

5.7.

Treatment of Study Treatment Overdose

An overdose will be defined as the subject receiving any amount of IP greater than the
maximum dose permitted by the protocol, which results in clinical signs or symptoms.
In the event of an overdose of study medication, the GP/ Investigator should use clinical
judgment in treating the overdose and contact the study medical monitor.
GlaxoSmithKline (GSK) is not recommending specific treatment guidelines for overdose
and toxicity management. The GP/ Investigator should refer to the relevant document(s)
for detailed information regarding warnings, precautions, contraindications, adverse
events, and other significant data pertaining to the study drug being used in this study.
Such documents may include, but not be limited to the IB(s) or equivalent document
provided by GSK for study medications.

6.
Table 4

STUDY ASSESSMENTS AND PROCEDURES
Time and Events Table

The Time and Events Table is provided in Table 4. All study assessments should be
conducted by the GP/ Investigator or his/her qualified designee unless otherwise
specified in the protocol or SPM. Please refer to the SPM for the suggested order of
assessments.
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Visit

Assessments
Informed Consent1
Medical History
(including CV Risk
Factors, and
Exacerbation History)
Demographics (e.g.
height, weight, race)
Review Smoking
Status
Exacerbation
Assessment
Safety Assessments
Pregnancy Test2
Contraceptive
Assessment 3
Serious Adverse
Event4
Non-serious Adverse
Drug Reaction
Assessment
Subject
Questionnaires
Assessments
ACT Test
EQ-5D
AQLQ (S)
MARS
WPAI: asthma
Medication
Assessments
Concurrent
Medication
Assessment8
Prescription Written9
Dispense Study
Medication5
Return Study
Medication5
Other Assessments
Register visit in IVRS
Discharge from Study
Genetic sample10

1

2

Day -30 to 1

Day 0

X

X
X

Open Label Treatment Period
36
46
Month 3
Week 12
(±14 days)

Month 6
Week 24
(±14 days)

56

6

Month 9
Week 40
(±14
days)

Month 12
Week 52
(±14
days)

Early
Withdrawal

X

X

X

X

X

X

X

X

X

X

X
X

X

X

X

X

X

X

X

X

X

X

X

X

X

X

X

X
X
X
X
X

X7

X7

X7

X
X
X
X
X

X
X
X
X
X

X

X

X

X

X
X
X

X
X

X7

X
X
X

X

X
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1.
2.

Visit 1 and Visit 2 can be combined, if appropriate.
Urine pregnancy tests will be performed on females of child bearing potential at V2 and V6. These subjects can
also perform additional urine pregnancy testing using pregnancy testing kits that will be free and available upon
request. If necessary, a blood sample will be collected to confirm cases of pregnancy. A blood sample could be
collected in case of or questionable post menopausal status.
3. Contraceptive assessment for females of child bearing potential. Female subjects of child bearing potential will be
counselled in V2 and reminded about the requirement for contraception throughout study participation including
phone calls at V3, V4 and V5
4. SAE reporting will occur from Visit 1. SAEs related to study participation or GSK concomitant medications will be
recorded from the time of signing consent.
5. Throughout the study, the study medication will be dispensed by and collected by the study-enrolled community
pharmacies.
6. These will be a telephone call
7. Questionnaires at these visits will be collected by telephone
8. The asthma medication the subject has been receiving immediately prior to the start of Visit 2 is recorded in the eCRF.
9. A prescription is written for each subject prior to randomisation as if FF/VI were not available. These medications
are recorded in the e-CRF. If a subject is then randomised to the FF/VI arm the prescription written prior to
randomisation to FF/VI arm is not dispensed and instead a new prescription for the FF/VI will be provided.
10. Informed consent for optional genetic research should be obtained before collecting a sample

6.1.

Critical Baseline Assessments

Cardiovascular medical history and CV risk factors and exacerbation history will be
assessed at Visit 2. History of serious pneumonia with hospitalization records and
historical evidence of flu and pneumonia vaccines in the three years prior to
randomisation will be collected.
ACT and AQLQ(S) will be assessed at Visit 2.
All subjects on ICS monotherapy or ICS/LABA combination must have had symptoms in
the past week prior to Visit 2.
No study related procedures may be performed until the informed consent form
document has been reviewed with and signed by the subject.
6.1.1.

Research data not required for eCRF (crude EMR data)

Additional data from the patient’s historical medical record are requested to further
characterize the patient’s history of asthma morbidity and co-morbid conditions. This
data will provide greater context for comparisons with other EMR data in the UK to
demonstrate the generalizability of the SLS recruited population and enable further
exploratory evaluation of factors associated with safety or effectiveness outcomes (e.g.
regulatory queries, adherence patterns, etc). Specific variables and data sources are
provided in the Table below.
Three years of historical GP and linked hospitalization data from the electronic medical
record will be extracted to quantify frequency and dates of;


Asthma maintenance medication prescriptions for pre-specified list of
products/classes



CV-related medication prescriptions for pre-specified list of products/classes
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The codes to define the prescription medication and healthcare utilization variables will
be specified further in a separate supplemental analysis plan.

6.2.

Efficacy

6.2.1.

Primary Efficacy Endpoint

The ACT is a validated self-administered questionnaire utilising 5 questions to assess
asthma control during the past 4 weeks on a 5-point categorical scale (1 to 5). By
answering all 5 questions a subject with asthma can obtain a score that may range
between 5 and 25, with higher scores indicating better control. An ACT score of 5 to 19
suggests that the subject’s asthma is unlikely to be well controlled. A score of 20 to 25
suggests that the subject’s asthma is likely to be well controlled. The total score is
calculated as the sum of the scores from all 5 questions, provided all scores are nonmissing; if any individual scores are missing then the overall score will be set to missing.
Each subject will complete the ACT at Visit 2 (Randomisation) and at Weeks 12, 24, 40
and 52 and at early withdrawal visit.
The primary endpoint is defined as the percentage of subjects who have either an ACT
total score of ≥ 20 or an increase from baseline of ≥ 3 in ACT total score at Week 24 (6th
month) assessment.
Note: Minimally important difference (MID) for ACT is 3. [Schatz, 2009]
The primary efficacy analysis population is defined as all ITT subjects who have an ACT
total score of < 20 at baseline (Randomisation Visit).
6.2.2.

Secondary Efficacy Endpoints

Secondary endpoints will include,


Percentage of subjects who have either an ACT total score of score ≥ 20 or an
increase from baseline of score ≥ 3 in ACT total score at Week 12, 40 and 52.



Percentage of subjects with asthma control (ACT total score ≥ 20) at Weeks 12, 24,
40 and 52.



Mean change from baseline in ACT total score at Weeks 12, 24, 40 and 52.



Asthma-related secondary care contacts 1,2,5,6



Asthma-related primary care contacts 1,2,3,4



All secondary care contacts1



All primary care contacts1,3



Mean annual rate of severe asthma exacerbations. A severe asthma exacerbation is
defined as deterioration of asthma requiring the use of systemic corticosteroids 4
(tablets, suspension, or injection) or antibiotics, an inpatient hospitalisation, or
emergency department visit due to asthma that required systemic corticosteroids or
antibiotics 2,4,6.
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Number of salbutamol inhalers (adjusted to equivalence of 200 actuations) collected
by the subjects from study-enrolled community pharmacies over the entire treatment
period



Time to discontinuation or modification of initial therapy (i. e. therapy the subject is
randomised to at Visit 2).



Percentage of subjects who have an increase from baseline of ≥ 0.5 in AQLQ(S) total
score at Week 52.



Percentage of subjects who have an increase from baseline of ≥ 0.5 in AQLQ(S)
environmental stimuli domain score at Week 52.

Notes defining secondary endpoints:
1.

All contacts are defined as any encounter the subject may have with a doctor or nurse
or other healthcare professionals working as part of the NHS (including telephone
calls).

2.

Contacts with the NHS or hospitalisation are defined as exacerbation-related contacts
if these contacts were a direct result of an acute worsening of asthma symptoms.

3.

These contacts do not include protocol-defined study-related visits/contacts defined
as per the Time and Events Table (Table 4).

4.

A prescription of systemic corticosteroid or antibiotics is defined as exacerbationrelated if the reason the drug was given, in whole or in part, was to treat an acute
worsening of asthma symptoms.

5.

Contacts are defined to be asthma-related as per GP/Investigator defined normal
clinical practice

6.

Exacerbation-related hospitalisation includes hospitalisation that is prolonged as a
result of an asthma exacerbation.

6.2.3.

Other Efficacy Endpoints



Mean change from baseline in individual question scores for ACT at Weeks 12, 24,
40 and 52.



Mean change from baseline in total score and domain scores of AQLQ(S) at Weeks
24 and 52.



Percentage of subjects who have an increase from baseline of ≥ 0.5 in AQLQ(S):





Total score at week 24



Individual domain scores at week 24



Individual domain scores (symptoms, activity limitations and emotional
function) at week 52

Work Productivity and Activity Impairment Questionnaire: Asthma (WPAI: asthma)
at week 52.
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Percent work time missed due to asthma



Percent impairment while working due to asthma



Percent overall work impairment due to asthma



Percent activity impairment due to asthma



Health status using the EuroQol Questionnaire (EQ-5D) at Week 52.



Adherence with study medication based on analysis of medications (prescribed,
dispensed and collected) during the study



Use of the Medication Adherence Report Scale for Asthma (MARS-A) at Week 52.

Further analyses of resource utilisation will be specified in the reporting and analysis
plan.
6.2.4.

Questionnaires

6.2.4.1.

Asthma Control Test (ACT)

The ACT is a validated self-administered questionnaire utilising 5 questions to assess
asthma control during the past 4 weeks on a 5-point categorical scale (1 to 5). By
answering all 5 questions a subject with asthma can obtain a score that may range
between 5 and 25, with higher scores indicating better control. An ACT score of 5 to 19
suggests that the subject’s asthma is unlikely to be well controlled. A score of 20 to 25
suggests that the subject’s asthma is likely to be well controlled. The total score is
calculated as the sum of the scores from all 5 questions. [Nathan R, 2004]. The minimally
important difference (MID) for ACT is 3 [Schatz, 2009].
Subjects will complete the ACT at Randomisation (Visit 2) using the electronic version at
site, at Month 3, Month 6, Month 9 by responding to questions over the telephone
[Kosinski, 2009] and at Month 12 (Visit 6)/ Early Withdrawal Visit using the electronic
version at site. The ACT has been developed as a measure of subjects’ asthma control
that can be quickly and easily completed in clinical practice and by telephone. The
questions are designed to be self-completed by the subject. It is recommended that the
ACT be administered at the same time during each visit. The ACT should be completed
before any procedures are performed on the subject to avoid influencing the subject’s
response. Adequate time should be allowed to complete all items on the ACT.
The subject should complete the questionnaire in a quiet area.
The GP/Investigator should ask the subject to complete the questions as accurately as
possible. If the subject requests help or clarification with any of the questions, he/she will
be asked to re-read the instructions and give the answer that best reflects how he/she felt
over the previous 4 weeks. The subject should be reassured that there are no right or
wrong answers. The GP/Investigator should not provide the subject with any answer or
attempt to interpret any portion of a question.
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If subjects are visually impaired or unable to read, it is appropriate for the GP/
Investigator or proxy to read aloud the instructions within the questionnaire and to record
the responses on behalf of the subject.
Please refer to the Study Procedures Manual for further details.
6.2.4.2.

Asthma Quality of Life Questionnaire (AQLQ-S)

The AQLQ (S) is a modified version of the original AQLQ in which all the activity
questions are generic and it has been validated for use in asthma patients between the ages
of 17 and 70. The AQLQ is a disease-specific, self-administered quality of life
questionnaire developed to evaluate the impact of asthma treatments on the quality of life
of asthma sufferers, over the last 2 weeks [Juniper, 1993]. AQLQ(S) will be measured at
Visit 2, Visit 6/ Early Withdrawal visit. The AQLQ(S) questionnaire will also be
conducted at Month 6 by telephone.
The AQLQ, which is available in numerous languages, has a demonstrated validity,
reliability and reproducibility [Juniper, 1992; Juniper, 1998]. The AQLQ contains 32
items in four domains: activity limitation (11 items), symptoms (12 items), emotional
function (5 items), and environmental stimuli (4 items). In addition, the 32 items of the
questionnaire are also averaged to produce an overall quality of life score. The response
format consists of a seven-point scale where a value of 1 indicates “total impairment” and
7 indicates “no impairment”. Assuming a statistically significant result (p <0.05), the
minimal clinically meaningful change in overall quality of life, or in quality of life for
any of the individual domains, is 0.5 points [Juniper, 1994].
It is recommended that the AQLQ (S) be administered at the same time during each visit.
The AQLQ (S) must be administered before inquiring about AEs and any study
assessments. Adequate time should be allowed to complete all items on the AQLQ (S).
No stated or implied time for completing the AQLQ (S) will be given, though the survey
typically takes 10 to 20 minutes to complete.
Subjects should complete all the questions from the AQLQ (S). The GP/Investigator will
ask the subject to complete all questions as accurately as possible. If the subject requests
help or clarification of any question in the AQLQ (S) he or she should be asked to reread
the instructions and give the answer that best reflects how he/she feels over the previous
two weeks. The subject should be reassured that there are no right or wrong answers. The
GP/Investigator will not provide the subject with any answer or attempt to interpret any
portion of a question. Please refer to the Study Procedures Manual for further details.
If subjects are visually impaired or unable to read, it is appropriate for the GP/
Investigator or proxy to read aloud the instructions within the questionnaire and to record
the responses on behalf of the subject.
6.2.4.3.

EuroQol Questionnaire

General health status will be assessed with the EuroQol (EQ-5D) Questionnaire at Visit 2
and Visit 6/ Early Withdrawal visit.
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The EQ-5D is a standardised instrument for use as a measure of health status that asks
subjects questions about their health status “today” [The EuroQol Group, 1990]. It is
designed for self-completion and is cognitively simple. The EQ-5D is a two-part selfassessment questionnaire. The first part consists of five items covering five dimensions
(mobility, self care, usual activities, pain/discomfort, and anxiety/depression). Each
dimension is measured by a three-point Likert scale (1-no problem, 2-some/moderate
problem(s), and 3-unable/extreme problem(s).
Respondents are asked to choose one level that reflects their "own health state today" for
each of the five dimensions. Respondents can then be classified into one of 243 distinct
health states. EQ-5D health states can be converted to a single summary index by
applying a formula that attaches weights to each of the levels in each dimension. The
formula is based on the valuation of EQ-5D health states from general population
samples [Dolan 1997]. A developed algorithm for the UK population is available.
The second part of the questionnaire consists of a vertical visual analogue scale (EQ-5D
VAS) that has endpoints of "The best health you can imagine" (anchored at 100) and
"The worst health you can imagine" (anchored at 0). Respondents are asked to indicate
how they rate their current health state by drawing a line from the box marked “your
health status today” to the appropriate point on the EQ-5D VAS scale.
The GP/ Investigator or proxy should ensure the subject completes the EQ-5D at the
same time at the specified visits and before any study procedures. The EQ-5D will be
administered using ePRO at Visit 2 and Visit 6/ Early Withdrawal visit.
If subjects are visually impaired or unable to read, it is appropriate for the GP/
Investigator or proxy to read aloud the instructions within the questionnaire and to record
the responses on behalf of the subject.
6.2.4.4.

Medication Adherence Report Scale for Asthma

Reported adherence to medication will be assessed with the Medication Adherence
Report Scale for Asthma (MARS-A) questionnaire at Visits 2 and Visit 6/Early
Withdrawal visit.
The MARS-A is a 10-item questionnaire where medication use is rated on a 5-point
Likert scale (1 indicating ‘always’ to 5 indicating ‘never’). It has been validated as a selfreported measure of adherence with ICS for patients with asthma and includes generic (“I
use it regularly every day”) and lung condition-specific questions about medication use
(“I only use it when I feel breathless”) [
Cohen, 2009]. There is no specified timeframe on which responses should be based.
The GP/ Investigator or proxy should ensure the subject completes the MARS-A at the
same time at the specified visits and before any study procedures. The MARS have no
specified timeframe on which responses should be based. The MARS-A will be
administered using ePRO.
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If subjects are visually impaired or unable to read, it is appropriate for the GP/
Investigator or proxy to read aloud the instructions within the questionnaire and to record
the responses on behalf of the subject.
6.2.4.5.

Work Productivity and Activity Impairment Questionnaire: Asthma
(WPAI: Asthma)

The WPAI was created as a patient-reported quantitative assessment of the degree of
absenteeism, presenteeism and daily activity impairment attributable to general health
(WPAI:GH) or a specific health problem (WPAI:SHP) [Reilly, M 1993]. The
WPAI:GH and the WPAI:SHP were created simultaneously and use the same template,
but in the GH version the subject is instructed to respond with reference to general health
status while in the SHP version, the subject responds with reference to a specified health
problem, disease or condition. In this study the WPAI: asthma is being used.
It contains 6 questions designed to allow calculation of the following four types of
scores:
1.

Absenteeism (work time missed)

2.

Presenteeism (impairment at work / reduced on-the-job effectiveness)

3.

Work productivity loss (overall work impairment / absenteeism plus presenteeism)

4.

Activity Impairment

The GP/ Investigator or proxy should ensure the subject completes the WPAI: asthma at
the same time at the specified visits and before any study procedures. The recall period
for the WPAI is the past 7 days. The WPAI: asthma will be administered using ePRO.
If subjects are visually impaired or unable to read, it is appropriate for the GP/
Investigator or proxy to read aloud the instructions within the questionnaire and to record
the responses on behalf of the subject.

6.3.

Safety

Serious Adverse Events (SAE) and non serious Adverse Drug Reactions (ADR) will be
collected.
Safety endpoints will include:


Incidence of serious adverse events of pneumonia during the study



Time to first serious adverse event of pneumonia



Deaths due to serious events of pneumonia



Incidence and type of serious adverse events

Incidence and type of adverse drug reactions
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The incidence of the serious adverse event of pneumonia for each treatment group is
defined as the proportion of subjects in that group who have experienced at least one
serious adverse event of pneumonia during the study period.
6.3.1.

Liver chemistry stopping and follow up criteria

There are no regular laboratory tests required by this protocol. If, however, while a
subject is receiving study medication, lab tests are conducted, any abnormal liver
chemistry finding must be evaluated as outlined below:
Phase III-IV liver chemistry stopping and follow up criteria have been designed to
assure subject safety and evaluate liver event etiology (in alignment with the FDA
premarketing clinical liver safety guidance).
Phase III-IV liver chemistry stopping criteria 1-5 are defined below and in Appendix 3:
1.

ALT  3xULN and bilirubin  2xULN (>35% direct bilirubin) (or ALT  3xULN
and INR>1.5, if INR measured)

NOTE: if serum bilirubin fractionation is not immediately available, withdraw study drug
for that subject if ALT  3xULN and bilirubin  2xULN. Serum bilirubin fractionation
should be performed if testing is available. If testing is unavailable, record presence of
detectable urinary bilirubin on dipstick, indicating direct bilirubin elevations and
suggesting liver injury.
2.

ALT  8xULN.

3.

ALT  5xULN but < 8xULN persists for 2 weeks

4.

ALT  3xULN if associated with symptoms (new or worsening) believed to be
related to hepatitis (such as fatigue, nausea, vomiting, right upper quadrant pain or
tenderness, or jaundice) or hypersensitivity (such as fever, rash or eosinophilia).

5.

ALT  5xULN but <8 xULN and cannot be monitored weekly for 2 weeks

When any of the liver chemistry stopping criteria 1-5 is met, do the following:


Immediately withdraw investigational product for that subject



Report the event to GSK within 24 hours of learning its occurrence



Complete the liver event CRF and SAE data collection tool if the event also meets
the criteria for an SAE. All events of ALT  3xULN and bilirubin  2xULN (>35%
direct) (or ALT  3xULN and INR>1.5, if INR measured); INR measurement is not
required and the threshold value stated will not apply to patients receiving
anticoagulants), termed ‘Hy’s Law’, must be reported as an SAE (excluding
studies of hepatic impairment or cirrhosis).

NOTE: if serum bilirubin fractionation is not immediately available, withdraw study drug
for that subject if ALT  3xULN and bilirubin  2xULN. Serum bilirubin fractionation
should be performed if testing is available. If testing is unavailable, record presence of
detectable urinary bilirubin on dipstick, indicating direct bilirubin elevations and
suggesting liver injury.
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Complete the liver imaging and/or liver biopsy CRFs if these tests are performed



Perform liver event follow up assessments, and monitor the subject until liver
chemistries resolve, stabilise, or return to baseline values as described below.



Withdraw the subject from the study after completion of the liver chemistry
monitoring (unless further safety follow up is required).



Do not re-challenge with investigational product (FF/VI).

NOTE: If the patient is hospitalised at the point when the abnormal liver function is
detected, then investigations and patient follow-up should be left to the team responsible
for the clinical care of the patient until the patient is discharged home, at which point the
usual Liver Event Assessment should be carried out.
If the patient has had a required investigation or referral carried out by the hospital team,
there is no need for this to be repeated
In addition, for criterion 1:


Make every reasonable attempt to have subjects return to clinic within 24 hours for
repeat liver chemistries, liver event follow up assessments (see below), and close
monitoring



A specialist or hepatology consultation is recommended



Monitor subjects twice weekly until liver chemistries (ALT, AST, alkaline
phosphatase, bilirubin) resolve, stabilise or return to within baseline values

For criteria 2, 3, 4 and 5:


Make every reasonable attempt to have subjects return to clinic within 24-72 hrs for
repeat liver chemistries and liver event follow up assessments (see below)



Monitor subjects weekly until liver chemistries (ALT, AST, alkaline phosphatase,
bilirubin) resolve, stabilise or return to within baseline values; criterion 5 subjects
should be monitored as frequently as possible.

Subjects with ALT 5xULN and <8xULN which exhibit a decrease to ALT x3xULN,
but <5xULN and bilirubin <2xULN without hepatitis symptoms or rash, and who can be
monitored weekly for 4 weeks:


Notify the GSK medical monitor within 24 hours of learning of the abnormality to
discuss subject safety



Can continue investigational product



Must return weekly for repeat liver chemistries (ALT, AST, alkaline phosphatase,
bilirubin) until they resolve, stabilise or return to within baseline



If at any time these subjects meet the liver chemistry stopping criteria, proceed as
described above
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If, after 4 weeks of monitoring, ALT <3xULN and bilirubin <2xULN, monitor
subjects twice monthly until liver chemistries normalise or return to within baseline
values.

For criteria 1-5, make every attempt to carry out the liver event follow up assessments
described below:


Viral hepatitis serology including:


Hepatitis A IgM antibody;



Hepatitis B surface antigen and Hepatitis B Core Antibody (IgM);



Hepatitis C RNA;



Cytomegalovirus IgM antibody;



Epstein-Barr viral capsid antigen IgM antibody (or if unavailable, obtain
heterophile antibody or monospot testing);



Hepatitis E IgM antibody



Blood sample for PK analysis, obtained within 72 hours of last dose. Record the
date/time of the PK blood sample draw and the date/time of the last dose of
investigational product prior to blood sample draw on the CRF. If the date or time of
the last dose is unclear, provide the subject’s best approximation. If the date/time of
the last dose cannot be approximated OR a PK sample cannot be collected in the
time period indicated above, do not obtain a PK sample. Instructions for sample
handling and shipping are in the SPM.



Serum creatine phosphokinase (CPK) and lactate dehydrogenase (LDH).



Fractionate bilirubin, if total bilirubin 2xULN



Obtain complete blood count with differential to assess eosinophilia



Record the appearance or worsening of clinical symptoms of hepatitis or
hypersensitivity, such as fatigue, nausea, vomiting, right upper quadrant pain or
tenderness, fever rash or eosinophilia as relevant on the AE report form



Record use of concomitant medications, acetaminophen, herbal remedies, other over
the counter medications, or putative hepatotoxins, on the concomitant medications
report form.



Record alcohol use on the liver event alcohol intake case report form

The following are required for subjects with ALT 3xULN and bilirubin 2xULN (>35%
direct) but are optional for other abnormal liver chemistries:


Anti-nuclear antibody, anti-smooth muscle antibody, and Type 1 anti-liver kidney
microsomal antibodies.



Serum acetaminophen adduct HPLC assay (quantifies potential acetaminophen
contribution to liver injury in subjects with definite or likely acetaminophen use in
the preceding week (James LP. Drug Metab Disp 2009; 37:1779–1784).
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Only in those with underlying chronic hepatitis B at study entry (identified by
positive hepatitis B surface antigen): quantitative hepatitis B DNA and hepatitis
delta antibody. NOTE: if hepatitis delta antibody assay cannot be performed, it can
be replaced with a PCR of hepatitis D RNA virus (where needed) – as outlined in:
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC1153793/



Liver imaging (ultrasound, magnetic resonance, or computerised tomography) to
evaluate liver disease.

6.3.2.

Adverse Events, Serious Adverse Events and Adverse Drug
Reactions

The GP/ Investigator or site staff will be responsible for detecting, documenting and
reporting events that meet the definition of a non-serious adverse drug reaction (ADR) or
SAE.
Potential SAEs and associated non serious ADRs may be identified by hospitalisation
alerts through the Electronic Medical Record. The GP/Investigator will have the ultimate
responsibility for determining causality and seriousness. In the interim period, until the
GP/Investigator review, the opinion of the Clinical Safety Team (in regards to causality
and seriousness) will be used for collecting and reporting.
In this study, only information regarding non- serious adverse drug reactions (ADRs) and
serious adverse events (SAEs) will be detected, documented and reported. However, the
definition of an AE is critical for the definition of non-serious ADRs and SAEs.
6.3.2.1.

Definition of an AE and ADR

An AE is defined as any untoward medical occurrence in a patient or clinical
investigation subject, temporally associated with the use of a medicinal product, whether
or not considered related to the medicinal product.
The definition of an ADR is any untoward medical occurrence in a patient or clinical
investigation subject, temporally associated with the use of a medicinal product, for
which there is a reasonable possibility that the untoward occurrence is causally related to
the medicinal product. ADRs are a subset of AEs for a given medicinal product.
Note: An AE can therefore be any unfavorable and unintended sign (including an
abnormal laboratory finding), symptom, or disease (new or exacerbated) temporally
associated with the use of a medicinal product. For marketed medicinal products, this
also includes failure to produce expected benefits (i.e., lack of efficacy), abuse or misuse.
Events meeting the definition of an AE include:


Exacerbation of a chronic or intermittent pre-existing condition including either an
increase in frequency and/or intensity of the condition



New conditions detected or diagnosed after study treatment administration even
though it may have been present prior to the start of the study



Signs, symptoms, or the clinical sequelae of a suspected interaction
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Signs, symptoms, or the clinical sequelae of a suspected overdose of either study
treatment or a concomitant medication (overdose per se will not be reported as a
non-serious ADR/SAE) unless this is an intentional overdose taken with possible
suicidal/self-harming intent. This should be reported regardless of sequelae.

“Lack of efficacy” or “failure of expected pharmacological action” per se will not be
reported as a non-serious ADR or SAE. However, the signs and symptoms and/or clinical
sequelae resulting from lack of efficacy will be reported if they fulfill the definition of a
non-serious ADR or SAE.
Events that do not meet the definition of an AE include:


Medical or surgical procedure (e.g., endoscopy, appendectomy); the condition that
leads to the procedure is an AE



Situations where an untoward medical occurrence did not occur (social and/or
convenience admission to a hospital)



Anticipated day-to-day fluctuations of pre-existing disease(s) or condition(s) present
or detected at the start of the study that do not worsen



The disease/disorder being studied, or expected progression, signs, or symptoms of
the disease/disorder being studied, unless more severe than expected for the subject’s
condition Events that do not meet the definition of an AE include:



Medical or surgical procedure (e.g., endoscopy, appendectomy); the condition that
leads to the procedure is an AE



Situations where an untoward medical occurrence did not occur (social and/or
convenience admission to a hospital)



Anticipated day-to-day fluctuations of pre-existing disease(s) or condition(s) present
or detected at the start of the study that do not worsen



The disease/disorder being studied or expected progression, signs, or symptoms of
the disease/disorder being studied, unless more severe than expected for the subject’s
condition.

6.3.2.2.

Definition of an SAE

A serious adverse event is any untoward medical occurrence that, at any dose:
a.

Results in death

b.

Is life-threatening
NOTE: The term 'life-threatening' in the definition of 'serious' refers to an event in
which the subject was at risk of death at the time of the event. It does not refer to an
event, which hypothetically might have caused death, if it were more severe.

c.

Requires hospitalisation or prolongation of existing hospitalisation
NOTE: In general, hospitalisation signifies that the subject has been detained
(usually involving at least an overnight stay) at the hospital or emergency ward for
observation and/or treatment that would not have been appropriate in the physician’s
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office or out-patient setting. Complications that occur during hospitalisation are
AEs. If a complication prolongs hospitalisation or fulfills any other serious criteria,
the event is serious. When in doubt as to whether “hospitalisation” occurred or was
necessary, the AE should be considered serious.
Hospitalisation for elective treatment of a pre-existing condition that did not worsen
from baseline is not considered an AE.
d.

Results in disability/incapacity, or
NOTE: The term disability means a substantial disruption of a person’s ability to
conduct normal life functions. This definition is not intended to include experiences
of relatively minor medical significance such as uncomplicated headache, nausea,
vomiting, diarrhea, influenza, and accidental trauma (e.g. sprained ankle) which may
interfere or prevent everyday life functions but do not constitute a substantial
disruption.

e.

Is a congenital anomaly/birth defect

f.

Medical or scientific judgement should be exercised in deciding whether reporting is
appropriate in other situations, such as important medical events that may not be
immediately life-threatening or result in death or hospitalisation but may jeopardise
the subject or may require medical or surgical intervention to prevent one of the
other outcomes listed in the above definition. These should also be considered
serious. Examples of such events are invasive or malignant cancers, intensive
treatment in an emergency room or at home for allergic bronchospasm, blood
dyscrasias or convulsions that do not result in hospitalisation, or development of
drug dependency or drug abuse.

g.

All events of possible drug-induced liver injury with hyperbilirubinaemia defined as
ALT  3xULN and bilirubin  2xULN (>35% direct) (or ALT  3xULN and
INR>1.5, if INR measured) termed ‘Hy’s Law’ events (INR measurement is not
required and the threshold value stated will not apply to patients receiving
anticoagulants).

NOTE: bilirubin fractionation is performed if testing is available. If testing is unavailable,
record presence of detectable urinary bilirubin on dipstick indicating direct bilirubin
elevations and suggesting liver injury. If testing is unavailable and a subject meets the
criterion of total bilirubin  2xULN, then the event is still reported as an SAE. If INR is
obtained, include values on the SAE form. INR elevations >1.5 suggest severe liver
injury.
6.3.3.

Laboratory and Other Safety Assessment Abnormalities
Reported as non-serious ADRs and SAEs

Any abnormal laboratory test results (hematology, clinical chemistry, or urinalysis) or
other safety assessments (e.g., ECGs, radiological scans, vital signs measurements),
including those that worsen from baseline, and felt to be clinically significant in the
medical and scientific judgement of the GP/Investigator are to be recorded as non-serious
ADRs or SAEs as appropriate.
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However, any clinically significant safety assessments that are associated with the
underlying disease, unless judged by the GP/Investigator to be more severe than expected
for the subject’s condition, are not to be reported as non-serious ADRs or SAEs.
6.3.4.

Pregnancy

Any pregnancy that occurs during study participation must be reported using a clinical
trial pregnancy form. To ensure subject safety, each pregnancy must be reported to GSK
within 2 weeks of learning of its occurrence. The pregnancy must be followed up to
determine outcome (including premature termination) and status of mother and child.
Pregnancy complications and elective terminations for medical reasons must be reported
as an AE or SAE. Spontaneous abortions must be reported as an SAE.
Any SAE occurring in association with a pregnancy, brought to the GP/Investigator’s
attention after the subject has completed the study and considered by the GP/Investigator
as possibly related to the study treatment, must be promptly reported to GSK.
In addition, the GP/Investigator must attempt to collect pregnancy information on any
female partners of male study subjects who become pregnant while the subject is enrolled
in the study. Pregnancy information must be reported to GSK as described above.
6.3.5.

Medical Devices

Medical devices are being provided by GSK for use in this study. GSK medical device
incidents, including those resulting from malfunctions of the device, must be detected,
documented, and reported by the GP/Investigator throughout the study.
Medical Device – this is any instrument, apparatus, appliance, material or other article,
whether used alone or in combination, including the software necessary for its proper
application intended by the manufacturer to be used for human beings for the purpose of:


diagnosis, prevention, monitoring, treatment or alleviation of disease;



diagnosis, monitoring, treatment, alleviation of or compensation for an injury or
handicap;



investigation, replacement or modification of the anatomy or of a physiological
process;



control of conception

and which does not achieve its principle action in or on the human body by
pharmacological, immunological or metabolic means, but may be assisted in its function
by such means.
Note: if these means fulfill the main purpose of the product, it is a Medicinal Product.
The term medical device includes in vitro diagnostic (IVD) devices.
The detection and documentation procedures described in this protocol apply to all GSK
medical devices provided for use in the study.
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Incident – Any malfunction or deterioration in the characteristics and/or performance of
a device, as well as any inadequacy in the labeling or the instructions for use which,
directly or indirectly might lead to or might have led to the death of a patient, or user or
of other persons or to a serious deterioration in their state of health.
Not all incidents lead to death or serious deterioration in health. The non-occurrence of
such a result might have been due to other fortunate circumstances or to the intervention
of health care personnel.
It is sufficient that


An incident associated with a device happened and



The incident was such that, if it occurred again, it might lead to death or serious
deterioration in health

A serious deterioration in state of health can include:


A life-threatening illness (a)



Permanent impairment of body function or permanent damage to a body structure (b)



A condition necessitating medical or surgical intervention to prevent (a) or (b)



Any indirect harm as a consequence of an incorrect diagnostic or IVD test results
when used within the manufacturer’s instructions for use



Fetal distress, fetal death or any congenital abnormality or birth defects

Incidents include, for example:


inhalation of an object that has accidentally entered a spacer device and resulted in
tracheal obstruction.

Incidents do not include for example:


medical occurrences associated with metered-dose inhalers that do not fulfill the
definition of a medical device (such events will be reported as medicinal product
AEs)



non-serious medical occurrences which have no further safety implications for the
subject or the device

Malfunction – A failure of a device to perform in accordance with its intended purpose
when used in accordance with the manufacturer’s instructions.
Remedial Action – Any action other than routine maintenance or servicing of a device
where such action is necessary to prevent recurrence of a reportable incident. [This
includes any amendment to the design to prevent recurrence.]
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6.3.6.

Time Period and Frequency of Detecting Non-SeriousADRs and
SAEs

The GP/Investigator or site staff is responsible for detecting, documenting and reporting
events that meet the definition of a non-serious ADR or SAE.
Non- serious ADRs will be collected from the start of study treatment and until the
follow up contact.
SAEs will be collected over the same time period as stated above for the Non- serious
ADRs. However, any SAEs assessed as related to study participation (e.g., study
treatment, protocol-mandated procedures, invasive tests, or change in existing therapy) or
related to a GSK concomitant medication, will be recorded from the time a subject
consents to participate in the study up to and including any follow up contact. All SAEs
will be reported to NWeH (acting on behalf of GSK) within 24 hours, as indicated in
Section 6.3.7.
6.3.7.

Prompt Reporting of Serious Adverse Events and Other Events
to GSK

SAEs, pregnancies, medical device incidents, and liver function abnormalities meeting
pre-defined criteria will be reported promptly by the GP/Investigator to GSK as described
in the following table once the GP/Investigator determines that the event meets the
protocol definition for that event.
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Type of Event
All SAEs

Initial Reports
Time Frame
Documents
24 hours
“SAE” data collection
tool

Follow-up Information on a Previous Report
Time Frame
Documents
24 hours
Updated “SAE” data
collection tool

Device Incident

24 hours

“Medical Device
Incident Report Form”

24 hours

Pregnancy

2 weeks

“Pregnancy
Notification Form”

2 weeks

Updated “Medical
Device Incident Report
Form”
“Pregnancy Follow-up
Form”

Liver chemistry abnormalities for Phase I to IV:
24 hours2
“SAE” data collection
24 hours
Updated “SAE” data
ALT3xULN and
tool.
“Liver
Event
collection tool/“Liver
Bilirubin2xULN (>35%
CRF”
and
“Liver
Event” Documents3
direct) (or ALT3xULN
Imaging”
and/or
“Liver
and INR>1.5, if INR
Biopsy” CRFs, if
measured)1
applicable3
Remaining liver chemistry abnormalities Phase III to IV:
24 hours2
“Liver Event”
24 hours
Updated “Liver Event”
ALT8xULN; ALT3xULN
Documents (defined
Documents3
with hepatitis or rash or
3
above)
3xULN and <5xULN that
persists4 weeks
24 hours2
“Liver Event”
24 hours
Updated “Liver Event”
ALT5xULN plus bilirubin
Documents (defined
Documents, if
<2xULN
above) do not need
applicable3
completing unless
elevations persist for
2 weeks or subject
cannot be monitored
weekly for 2 weeks3
24 hours2
“Liver Event”
24 hours
Updated “Liver Event”
ALT5xULN and bilirubin
Documents
(defined
Documents3
<2xULN that persists 2
above) 3
weeks
24 hours2
“Liver Event”
24 hours
Updated “Liver Event”
ALT3xULN and <5x ULN
Documents
(defined
Documents, if
and bilirubin <2xULN
above) do not need
applicable3
completing unless
elevations persist for
4 weeks or subject
cannot be monitored
weekly for 4 weeks3
1. INR measurement is not required; if measured, the threshold value stated will not apply to patients receiving
anticoagulants.
2. GSK must be contacted at onset of liver chemistry elevations to discuss subject safety
3. Liver Event Documents (i.e., “Liver Event CRF” and “Liver Imaging CRF” and/or “Liver Biopsy CRF”, as applicable)
should be completed as soon as possible.
4. The SRT (or Study Team, if there is no SRT) should determine the appropriate time frame, if one is needed, for
completion of DRE CRF pages.

The method of detecting, recording, evaluating and follow-up of SAEs and non- serious
ADRs plus procedures for completing and transmitting SAE reports to GSK are provided
in the SPM. Procedures for post-study SAEs/non-serious ADRs are provided in the
SPM.
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Procedures for documenting, transmitting and follow-up of medical device incidents
along with the regulatory reporting requirements for medical devices are provided in the
SPM.
6.3.7.1.

Regulatory reporting requirements for SAEs

Prompt notification of SAEs by the GP/ Investigator to NWeH (acting on behalf of GSK)
is essential so that legal obligations and ethical responsibilities towards the safety of
subjects are met.
NWeH will forward all SAEs to GSK to be included in the safety database. This will
also include potential SAEs identified through hospitalisation alerts and evaluated by the
Clinical Safety Team, in the Electronic Medical Record prior to GP/Investigator review.
GSK has a legal responsibility to notify both the local regulatory authority and other
regulatory agencies about the safety of a product under clinical investigation. GSK will
comply with country specific regulatory requirements relating to safety reporting to the
regulatory authority/Independent Ethics Committee (IEC) and GP/Investigators.
Investigator safety reports are prepared for suspected unexpected serious adverse
reactions according to local regulatory requirements and GSK policy and are forwarded
to investigators as necessary.
A GP/Investigator who receives an investigator safety report describing a SAE(s) or other
specific safety information (e.g., summary or listing of SAEs) from GSK will file it with
the IB and will notify the IEC, if appropriate according to local requirements.
6.3.8.

Other Safety Outcomes

Not applicable.

6.4.

Health Outcomes

6.4.1.

Healthcare Resource Utilisation and ePRO data

During the 12 month treatment period of this study, all healthcare utilisations and
interventions will be recorded and captured utilising the subject’s electronic medical
record to collect data as close to ‘real time’ as possible. The data will be collected
electronically via daily extractions from the integrated primary and secondary care
database system onto the NWeH study server; thus maintaining authenticity. ECG and
electronic patient reported outcome (ePRO) data will be collected using the services and
equipment of external vendors and will be transferred to the NWeH study server. An
Optical Character Recognition (OCR) system or from the pharmacy EMR system (or
other systems) will be used to store and manage the subjects’ prescription data. This data
will also be transferred to the NWeH study server.
Healthcare utilisations will include contacts in primary and secondary care for asthmarelated events (including exacerbation-related events) and non-asthma related events, and
drug prescribing including the prescribing of systemic corticosteroids and/or antibiotics.
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6.5.

Genetics

Information regarding genetics research is included in Appendix 4. In approving the
clinical protocol the IEC/IRB and, where required, the applicable regulatory agency also
approves the genetics research (i.e., approval of Appendix 4), unless otherwise indicated.
Where permitted by regulatory authorities, approval for the genetics research can occur
after approval is obtained for the remainder of the study. If so, then the document will
clearly indicate that approval for the genetics research is being deferred and that the main
study, except for genetics research, can be initiated. In contrast, when the genetics
research component is not approved, this will be stated specifically in the accompanying
document.
The blood sample for genetic research will be collected at Visit 6 or at the early
withdrawal visit from the study.

7.

DATA MANAGEMENT

For this study subject data will be collected using primary and secondary care electronic
medical records (EMR) and combined with data provided from other sources in the
NWeH validated data system, known as "Linked Database System".
Management of the clinical data will be performed in accordance with applicable GSK
standards and NWeH data cleaning procedures (as applicable) to ensure the integrity of
the data e.g. removing errors and inconsistencies in the data. Serious Adverse Events, non
–serious adverse drug reactions and concomitant medications terms will be coded using
MedDRA and other applicable Classification Systems and an internal validated
medication dictionary, GSKDrug. In all cases, subject initials will not be collected or
transmitted to GSK according to GSK policy. In all cases, the subject NHS number will
be collected but will not be transmitted to GSK according to GSK policy related to
Personally Identifiable Information.

8.

DATA ANALYSIS AND STATISTICAL CONSIDERATIONS

8.1.

Hypotheses

The primary objective of the study is to compare the effectiveness of fluticasone furoate
(FF)/vilanterol (VI) Inhalation Powder (FF 100mcg/VI 25mcg or FF 200mcg/VI 25mcg)
with usual asthma maintenance therapy over twelve months in a large UK primary care
population of subjects with Asthma.
The primary efficacy endpoint for this study is defined as the percentage of subjects who
have either an ACT total score of ≥ 20 or an increase from baseline of ≥ 3 in ACT total
score at Week 24 (6th month) assessment. The primary analysis will be based on a twosided hypothesis testing approach.
The Primary Efficacy Analysis Population: This population is defined as all Intent-toTreat subjects who have an ACT total score of < 20 at baseline (Randomisation Visit).
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The hypotheses associated with the statistical test of the primary efficacy endpoint are
H0: PFF/VI = PMaintenance therapy
HA: PFF/VI ≠ PMaintenance therapy
Where PFF/VI and PMaintenance therapy represent the percentage of subjects who have either an
ACT total score of ≥ 20 or an increase from baseline of ≥ 3 in ACT total score at Week
24 for FF/VI and usual asthma maintenance therapy, respectively.
A secondary objective of this study is to compare the incidence of serious pneumonia for
fluticasone furoate (FF)/vilanterol (VI) Inhalation Powder (FF 100mcg/VI 25mcg or FF
200mcg/VI 25mcg) with usual asthma maintenance therapy over twelve months.
All events of pneumonia meeting the definition of a serious adverse event per protocol
with an onset during the study period will be reported , i.e. SAEs of pneumonia are
collected proactively and checked retrospectively for each patient for the entire duration
of the study.
. The serious adverse events of pneumonia will be collected on the eCRF and reported
based on the preferred terms selected a priori from the MedDRA dictionary to define
pneumonia events.
The incidence of the serious adverse event of pneumonia for each treatment group is
defined as the proportion of subjects in that group who have experienced at least one
serious adverse event of pneumonia during the study period

8.2.

Study Design Considerations

The study randomisation is planned for equal allocation of subjects for the two treatment
groups. A total of 4036 subjects are required for this study, with 2018 subjects in each of
the two treatment groups (See Table 5 in Section 8.2.1): FF/VI (100mcg/25mcg or
200mcg/25mcg) and usual asthma maintenance therapy.
The study randomisation will be stratified by asthma maintenance therapy prescribed at
Visit 2 (ICS or ICS/LABA) to ensure treatment balance and to account for possible
different treatment responses due to disease severity in these two asthma cohorts (See
Table 3).
The study randomisation will also be stratified by baseline asthma control test (ACT)
score (≥20, 16 to 19, or ≤15) to ensure treatment balance for the primary efficacy
analysis population and to also account for possible different treatment responses based
on the level of asthma control at baseline (See Table 3).
8.2.1.

Sample Size Assumptions

To detect a treatment difference of 6% between usual asthma maintenance therapies and
FF/VI on the percentage of subjects who either achieving an ACT total score of ≥ 20 or
having an increase from baseline of ≥ 3 in ACT total score at the 6th month assessment, at
significance level 0.05 and with 90% power, the total number of subjects needed for the
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primary analysis population is 2906 (1453 subjects for the usual asthma maintenance
therapy group, 1453 subjects for the FF/VI group), assuming 50% response rate for the
subjects in the control group (usual asthma maintenance therapy) at Week 24 (6th month).
A total of 4036 subjects are required in the ITT population (2018 in each treatment
group) in order to have at least 2906 subjects (1453 in each treatment group) in the
primary efficacy analysis population, assuming 80% of subjects in the ITT population
have an ACT score of < 20 at baseline and a 10% dropout rate over the first 6-month
period based on previous GSK studies (see Table 5 below). Note: the assumption on the
percentage of ITT subjects whose asthma are uncontrolled at baseline will be monitored
during the enrolment period for possible sample size re-estimation (see Section 8.2.3).
Table 5

Sample Size Estimation

Treatment

ITT

Primary Efficacy Analysis
ACT<20 at baseline (80% of ITT)
and have ACT assessment at week
24 (90% of ITT)

Usual asthma maintenance
therapy

2018

1453

FF/VI

2018

1453

Total

4036

2906

The incidence of serious pneumonia with hospital admission records in the 2009 NWeH
database for the asthma cohort was 0.34%. The incidence of serious pneumonia were
0.27% (4/1467) and 0.22% (1/455) for FF/VI 100/25 and FF200/25, respectively, based
on the integrated summary of safety for FF/VI clinical development program. The
numbers of subjects with serious pneumonia were thus observed at 3.2 and 3.7 per 1000
subject-year of exposure for FF/VI 100/25 and F200/25, respectively.
Based on 2018 randomized subjects per arm the study has < 35% power to assess a noninferiority comparison for the proportion of subjects with serious pneumonia at the onesided 0.025 level, assuming a base serious pneumonia incidence of 0.35%. The
calculations use a non-inferiority margin of 2 for the ratio of the proportions with serious
pneumonia on FF/VI versus the control group.
8.2.2.

Sample Size Sensitivity

To demonstrate the sensitivity of the sample size calculation for this study, Table 6 shows
the power function for a fixed sample size of N=2906 (1453 per arm) in the primary
efficacy analysis population based on observed treatment difference and estimated
response rate for the subjects randomised to the usual asthma maintenance therapy group
at Week 24.
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Table 6

Power Function for a Fixed Sample Size of 1453 Subjects Per Arm in
the Primary Efficacy Analysis Population
Treatment difference (%)

response rate for subjects in
usual asthma
maintenance therapy
group at Week 24

4

5

6

7

8

45

58%

77%

90%

97%

>99%

50

58%

77%

90%

97%

>99%

55

59%

78%

91%

97%

>99%

60

60%

80%

92%

98%

>99%

65

63%

82%

93%

98%

>99%

Given the nature of this study with a fixed EMR-based study population, sample size
sensitivity is also assessed based on the observed treatment difference and the total
number of subjects who will actually be randomised and included in the primary efficacy
analysis population, as shown in Table 7, assuming the response rate for subjects
randomised to usual asthma maintenance therapy group at Week 24 is 50%.
Table 7

Power Function Based on Total Enrolment in Primary Efficacy
Analysis Population and Treatment Difference
Treatment difference (%)

Actual total number of
subjects in the primary
efficacy analysis)

4

5

6

7

8

2906

58%

77%

90%

97%

>99%

2750

56%

75%

88%

96%

99%

2500

52%

71%

85%

94%

98%

2250

48%

66%

81%

92%

97%

2000

43%

61%

77%

88%

95%

1750

39%

55%

71%

84%

92%

1500

34%

49%

64%

78%

88%

1250

29%

42%

57%

70%

81%
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8.2.3.

Sample Size Re-estimation

The rate of uncontrolled asthma at baseline (ACT total score < 20) will be monitored
during the study enrolment period for possible sample size re-estimation.
Table 8

Total number of randomised subjects needed, assuming 90%
retention rate at Week 24

% of all randomized subjects
whose ACT score < 20 at
baseline

70%

75%

80%

85%

90%

Total Number of randomized
subjects

4613

4305

4036

3799

3588

8.3.

Data Analysis Considerations

8.3.1.

Analysis Populations

Two analysis populations will be identified.
The Intent-to-Treat (ITT) Population: This population is defined as all subjects who have
been randomised and received at least one prescription of study medication (e.g., FF/VI
or usual asthma maintenance therapy).
The Primary Efficacy Analysis Population: This population is defined as all ITT subjects
who have an ACT total score of < 20 at baseline (Randomisation Visit).
The primary efficacy endpoint analysis based on this population will be of primary
interest, with the analysis based on the ITT population as supportive.
For all secondary and other efficacy endpoints, the analyses will be performed for both
the primary efficacy analysis population and the ITT population.
The analysis of safety data ,including the analysis of the serious adverse events of
pneumonia, will be performed on the ITT population.
8.3.2.

Analysis Data Sets

Details of the analysis datasets to be created will be given in the Reporting Analysis Plan
(RAP).
8.3.3.

Treatment Comparisons

8.3.3.1.

Primary Comparisons of Interest

The primary comparison of interest is the comparison of percentage of subjects who have
either an ACT total score of ≥ 20 or an increase from baseline of ≥ 3 in ACT total score
at Week 24 (6th month) assessment between FF/VI (100mcg/25mcg or 200mcg/25mcg)
and usual asthma maintenance therapy based on the primary efficacy analysis population.
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8.3.3.2.

Other Comparisons of Interest

Comparisons of FF/VI Inhalation Powder with usual asthma maintenance therapy will be
performed for all secondary and other efficacy endpoints, and safety endpoints.
Secondary efficacy endpoints include:


Percentage of subjects who have either an ACT total score of ≥ 20 or an increase of
≥ 3 from baseline on ACT total score at Weeks 12, 40 and 52



Percentage of subjects with asthma control (ACT total score ≥ 20) at Weeks 12, 24,
40 and 52.



Mean change from baseline in ACT Total score at Weeks 12, 24, 40 and 52.



Percentage of subjects who have an increase from baseline of ≥ 3 in ACT total score
at Weeks 12, 24, 40 and 52.
Note: Minimally important difference (MID) for ACT is 3. [Schatz, 2009]



Asthma-related secondary care contacts 1,2,5,6



Asthma-related primary care contacts 1,2,3,4



All secondary care contacts1



All primary care contacts1,3



Mean annual rate of severe asthma exacerbation. A severe asthma exacerbation is
defined as deterioration of asthma requiring the use of systemic corticosteroids 4
(tablets, suspension, or injection) or antibiotics, an inpatient hospitalisation, or
emergency department visit due to asthma that required systemic corticosteroids or
antibiotics 2,4,6



Number of salbutamol inhalers (adjusted to equivalence of 200 actuations) collected
by the subjects from study-enrolled community pharmacies over the entire treatment
period.



Time to discontinuation or modification of initial therapy (i. e. therapy the subject is
randomised to at Visit 2). Percentage of subjects who have an increase from baseline
of ≥ 0.5 in AQLQ(S) total score at Week 52.



Percentage of subjects who have an increase from baseline of ≥ 0.5 in AQLQ(S)
environmental stimuli domain score at Week 52.

Notes defining secondary endpoints:
1.

All contacts are defined as any encounter the subject may have with a doctor or nurse
working as part of the NHS (including telephone calls).

2.

Contacts with the NHS or hospitalisation are defined as exacerbation-related contacts
if these contacts were a direct result of an acute worsening of asthma symptoms.

3.

These contacts do not include protocol-defined study-related visits/contacts defined
as per the Time and Events Table (Table 4).
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4.

A prescription of systemic corticosteroid or antibiotics is defined as exacerbationrelated if the reason the drug was given, in whole or in part, was to treat an acute
worsening of asthma symptoms.

5.

Contacts are defined to be asthma-related as per GP/Investigator defined normal
clinical practice

6.

Exacerbation-related hospitalisation includes hospitalisation that is prolonged as a
result of an asthma exacerbation.

Other Efficacy Endpoints


Mean change from baseline in individual question scores for ACT at Weeks 12, 24,
40 and 52.



Mean change from baseline in total score and domain scores of AQLQ(S) at Weeks
24 and 52



Percentage of subjects who have an increase from baseline of ≥ 0.5 in AQLQ(S):





Total score at week 24



Individual domain scores at week 24



Individual domain scores (symptoms, activity limitations and emotional
function) at week 52

Work Productivity and Activity Impairment Questionnaire: Asthma (WPAI: asthma)
at week 52


Percent work time missed due to asthma



Percent impairment while working due to asthma



Percent overall work impairment due to asthma



Percent activity impairment due to asthma



Health status using the EuroQol Questionnaire (EQ-5D) at Week 52



Adherence with study medication based on analysis of medications (prescribed,
dispensed and collected) during the study and use of the Medication Adherence
Report Scale for Asthma (MARS-A) at Week 52

Safety Endpoints
Serious Adverse Events (SAE) and non-serious Adverse Drug Reactions (ADR) will be
collected.
Safety endpoints will include:


Incidence of serious adverse events of pneumonia during the study



Time to first serious adverse event of pneumonia



Deaths due to serious events of pneumonia



Incidence and type of serious adverse events



Incidence and type of adverse drug reactions
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The incidence of any given adverse event (SAE or ADR) for each treatment group is
defined as the proportion of subjects in that group who have experienced at least one such
adverse event during the study period.
The incidence of the serious adverse event of pneumonia for each treatment group is
defined as the proportion of subjects in that group who have experienced at least one
serious adverse event of pneumonia during the study period
8.3.4.

Interim Analysis

Interim results for this study may be used to support European pricing/reimbursement
discussions. As such, an interim look may be performed during the study to support this
activity. There is no intention to stop the study (either for efficacy or futility) or change
the study as a consequence of this interim look. No alpha-level adjustment is planned.
Due to lack of clinical trial data in a real life setting as proposed in the current study and
uncertainty associated with the study population, the baseline ACT scores will be
assessed, in a blinded manner after approximately 1000 subjects have been randomized,
to evaluate the appropriateness of the primary endpoint. The evaluation will be focused
on the distribution of the ACT scores at baseline and the suitability of the proposed
quantification method of ACT scores for the primary endpoint. There is no plan to
change the primary efficacy measure (asthma control test), and thus no impact on the
study conduct. This interim evaluation of baseline ACT data does not constitute as an
interim analysis, since no study treatment information will be used in the evaluation.
8.3.5.

Key Elements of Analysis Plan

The contrast between FF/VI and usual asthma maintenance therapy will be of primary
interest for all efficacy endpoints.
Baseline ACT total score, baseline asthma therapy per randomisation stratification (ICS
or ICS+LABA), age and gender will be included as covariates in the efficacy analyses,
when appropriate.
For the patient reported outcome measures (e.g., ACT, AQLQ(C)), the data collected at
Early Withdrawal Visit will be used in the derivation for the respective efficacy
endpoints if the assessment is done within the recall time period prior to the next
scheduled assessments specified in the protocol. For example, if a subject is early
withdrawal from the study at Week 21, the ACT data at early withdrawal visit will be
used for Week 24 assessment as Week 21 is within 4-week of recall time for Week 24
ACT assessment, but will not be used for AQLQ(C) as Week 21 is not within the 2-week
recall time period for Week 24 AQLQ(C) assessment; likewise, Early withdrawal visit at
Week 15 will not be used to assess ACT nor AQLQ(C) at Week 24 as Week 15 is out of
recall time window for Week 24 on both ACT and AQLQ(C). The details will be
provided in the RAP.
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8.3.5.1.

Efficacy Analyses

8.3.5.1.1.

Primary efficacy analysis

The ACT is a validated self-administered questionnaire utilising 5 questions to assess
asthma control during the past 4 weeks on a 5-point categorical scale (1 to 5). By
answering all 5 questions a subject with asthma can obtain a score that may range
between 5 and 25, with higher scores indicating better control. An ACT score of 5 to 19
suggests that the subject’s asthma is unlikely to be well controlled. A score of 20 to 25
suggests that the subject’s asthma is likely to be well controlled. The total score is
calculated as the sum of the scores from all 5 questions, provided all scores are nonmissing; if any individual scores are missing then the overall score will be set to missing.
Each subject will complete the ACT at Visit 2 (Randomisation) and at Weeks 12, 24, 40
and 52.
The primary endpoint is defined as the percentage of subjects who have either an ACT
total score of ≥ 20 or an increase from baseline of ≥ 3 in ACT total score at Week 24 (6th
month) assessment.
The percentage of subjects who have either an ACT total score of ≥ 20 or an increase
from baseline of ≥ 3 in ACT total score at Week 24 (6th month) will be summarised. The
treatment difference between FF/VI (100mcg/25mcg or 200mcg/25mcg) and usual
asthma maintenance therapy will be analysed using logistic regression adjusting for
baseline ACT total score, baseline asthma therapy per randomisation stratification (ICS
or ICS+LABA), age and gender.
8.3.5.1.2.

Secondary Efficacy Analyses

Asthma Exacerbation
The number and percentage of subjects experiencing an asthma exacerbation during the
study period will be summarised for each treatment group. Listing will be provided to
include the primary causes of the exacerbation.
Mean annual rate of asthma exacerbation will be analysed using a generalised linear
model, assuming the Negative Binomial distribution, with the logarithm of time on
treatment as an offset variable. The adjusted mean rates per year, treatment ratio and
associated p-value and 95% confidence interval will be presented.
Asthma Control Test
Percentage of subjects who have either an ACT total score of ≥ 20 or an increase of ≥ 3
from baseline on ACT total score will also be summarized at each assessment time point
and analyzed at Weeks 12, 40, and 52 in the manner similar to the primary analysis.
Percentage of subjects with asthma control (ACT total score ≥ 20) at Weeks 12, 24, 40
and 52 will also be summarised and analysed in the manner similar to the primary
analysis.
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ACT total scores and change from baseline in ACT total score will be summarised at
Weeks 12, 24, 40 and 52. Treatment effect on the mean change from baseline in the ACT
score will be analysed using an ANCOVA model adjusting for baseline ACT total score
and baseline asthma therapy per randomisation stratification (ICS or ICS+LABA), age
and gender. The adjusted means for each treatment group and the estimated mean
treatment difference will be presented together with p-value and the 95% confidence
interval for the mean difference.
Percentage of subjects who have an increase from baseline of ≥ 3 in ACT total score (i.e.,
achieving MID) will be summarised and analysed, using the similar method as in the
primary analysis, at Weeks 12, 24, 40 and 52.
The reporting and analysis of other secondary efficacy endpoints as specified in the
protocol will be provided in the reporting and analysis plan (RAP).
8.3.5.1.3.

Other Efficacy Analyses

The reporting and analysis of other efficacy endpoints as specified in the protocol will be
provided in the reporting and analysis plan (RAP).
8.3.5.1.4.

Subgroup Analyses

Subgroup summaries and/or analyses will also be provided, when appropriate, for
efficacy and safety endpoints based on baseline disease characteristics (e.g. based on
baseline ACT total score of ≥ 20, 16-19, or ≤ 15 per randomisation strata, by the baseline
asthma maintenance therapy (ICS or ICS+LABA per randomisation strata), or poor
adherence to asthma maintenance therapy based on baseline MARS-A.
Subgroup summaries will also be provided, when appropriate, by asthma control
assessment based on subject recall on their asthma symptoms and rescue medication use
at Visit 2 and recorded on eCRF and by the asthma maintenance therapies (ICS or ICS+
LABA) the subject receive immediately prior to the start of Visit 2.
Additional analyses will be carried out using appropriate methods to account for changes
in treatment during the course of the study. Further details will be provided in the
analysis plan.
The data will also be analysed with methods appropriate to allow modelling of the costeffectiveness of FF/VI versus other asthma therapies.
The details will be provided in the RAP.
8.3.5.2.

Safety Analyses

Safety data will be summarised and/or listed by treatment group for the ITT population.
8.3.5.2.1.

Extent of Exposure

Extent of exposure to study treatment (i.e., number of days on randomised treatment) will
be summarised by treatment group using mean, standard deviation, median, minimum,
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and maximum. In addition, duration of subject exposed to study drug will be summarised
across treatment groups.
8.3.5.2.2.

Serious Adverse Events of Pneumonia

No formal statistical analysis is planned to analyze the safety endpoints related to the
serious adverse events of pneumonia data due to low event rate and lack of statistical
power for this study.
The incidence of serious adverse events of pneumonia during the study, time to first
serious adverse event of pneumonia by month (30 days) starting on randomization date,
and deaths due to pneumonia will be summarized and tabulated by treatment group.
The safety endpoints related to theserious pneumonia will be summarized by treatment
group using MedDRA preferred terms based on intent-to-treat principle, as outline below:
 FF/VI compared to standard of care


FF/VI compared to those continuing an ICS



FF/VI compared to those continuing FP/salmeterol. This comparison will be
provided for the subgroup of subjects who enter the study on FP/salmeterol therapy.



The overall treatment comparison on the incidence of serious adverse events of
pneumonia observed during the study will be based on the intent-to-treat population.

The detailed profile for each subject reporting a serious adverse event of pneumonia will
be provided taking into account the dose at time of onset as well as the dose or doses
prior to onset.
Summaries of serious adverse events of pneumonia will also be provided by
randomization stratification based on baseline asthma therapy (ICS, ICS/LABA)
Full details of the analysis of the data will be defined in the reporting and analysis plan.
This will contain sensitivity analyses to assess the impact of switching treatments during
the course of the study.
8.3.5.2.3.

Adverse Events

Adverse drug reactions during the treatment period and during the post treatment period
will be summarised and displayed by treatment group. Adverse events during the
treatment period include those with a date of onset on the date of study treatment
initiation to one day after study treatment termination.
The adverse drug reactions will be coded using the Medical Dictionary for Regulatory
Activities (MedDRA), and will be reported using the primary System Organ Class (SOC)
and Preferred Term. Preferred Terms will be summarised within the primary SOC. The
relationship of primary SOC, preferred terms, and verbatim text will be listed.
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The number of subjects with one or more events of any type will be calculated. Results
will be displayed in the order of decreasing frequency, both across primary SOC and
within primary SOC.
Adverse events during the study period will also be listed. The demographic details (e.g.,
age, sex, and race) and the details on individual adverse events will be included in these
listings. Listings will be sorted within subject by the adverse event date of onset.
Similar summaries and listings will be provided for adverse events leading to withdrawal
from study.
8.3.5.2.4.

Deaths and Serious Adverse Events

Deaths and serious adverse events during the study period will be listed. Serious adverse
events during the study period will also be summarised by treatment group.
Any pregnancies, serious adverse events and deaths reported during this study will also
be summarised in case narratives written by GSK GCSP personnel.

9.

STUDY CONDUCT CONSIDERATIONS

9.1.

Posting of Information on Publicly Available Clinical Trial
Registers

Study information from this protocol will be posted on publicly available clinical trial
registers before enrolment of subjects begins.

9.2.

Regulatory and Ethical Considerations, Including the
Informed Consent Process

Prior to initiation of a study site, GSK will obtain favourable opinion/approval from the
appropriate regulatory agency to conduct the study in accordance with ICH Good Clinical
Practice (GCP) and applicable country-specific regulatory requirements.
The study will be conducted in accordance with all applicable regulatory requirements.
The study will be conducted in accordance with ICH GCP, all applicable subject privacy
requirements, and the ethical principles that are outlined in the Declaration of Helsinki
2008, including, but not limited to:


Institutional Review Board (IRB)/Independent Ethics Committee (IEC) review and
favourable opinion/approval of study protocol and any subsequent amendments.



Subject informed consent.



Investigator reporting requirements.

GSK will provide full details of the above procedures, either verbally, in writing, or both.
Written informed consent must be obtained from each subject prior to participation in the
study.
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9.3.

Quality Control (Study Monitoring)

In accordance with applicable regulations, GCP, and GSK procedures, GSK monitors
will contact the site prior to the start of the study to review with the site staff the protocol,
study requirements, and their responsibilities to satisfy regulatory, ethical, and GSK
requirements. When reviewing data collection procedures, the discussion will include
identification, agreement and documentation of data items for which the electronic
medical records will serve as the source document.
GSK will monitor the study to ensure that the:


Data are authentic, accurate, and complete.



Safety and rights of subjects are being protected.



Study is conducted in accordance with the currently approved protocol and any other
study agreements, GCP, and all applicable regulatory requirements.

The GP/Investigator and the head of the medical institution (where applicable) agrees to
allow the monitor direct access to all relevant documents.

9.4.

Quality Assurance

To ensure compliance with GCP and all applicable regulatory requirements, GSK may
conduct a quality assurance assessment and/or audit of the site records, and the regulatory
agencies may conduct a regulatory inspection at any time during or after completion of
the study. In the event of an assessment, audit or inspection, the investigator (and
institution) must agree to grant the advisor(s), auditor(s) and inspector(s) direct access to
all relevant documents and to allocate their time and the time of their staff to discuss the
conduct of the study, any findings/relevant issues and to implement any corrective and/or
preventative actions to address any findings/issues identified.

9.5.

Study and Site Closure

Upon completion or termination of the study, the GSK monitor will conduct site closure
activities with the GP/Investigator or site staff (as appropriate), in accordance with
applicable regulations, GCP, and GSK Standard Operating Procedures.
GSK reserves the right to temporarily suspend or terminate the study at any time for
reasons including (but not limited to) safety issues, ethical issues, or severe noncompliance. If GSK determines that such action is required, GSK will discuss the
reasons for taking such action with the investigator or head of the medical institution
(where applicable). When feasible, GSK will provide advance notice to the
GP/Investigator or head of the medical institution of the impending action.
If a study is suspended or terminated for safety reasons, GSK will promptly inform all
GP/Investigators, heads of the medical institutions (where applicable),and/or institutions
conducting the study. GSK will also promptly inform the relevant regulatory authorities
of the suspension/termination along with the reasons for such action. Where required by
applicable regulations, the GP/Investigator or head of the medical institution must inform
the IEC promptly and provide the reason(s) for the suspension/termination.
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9.6.

Records Retention

Following closure of the study, the GP/ Investigator/ Study-enrolled community
pharmacies and North West eHealth or head of the medical institution (where applicable)
must maintain all site study records (except for those required by local regulations to be
maintained elsewhere) in a safe and secure location. The records must be easily
accessible when needed (e.g., for a GSK audit or regulatory inspection) and must be
available for review in conjunction with assessment of the facility, supporting systems,
and relevant site staff.
Where permitted by local laws/regulations or institutional policy, some or all of the
records may be maintained in a format other than hard copy (e.g., microfiche, scanned,
electronic); however, caution must be exercised before such action is taken. The
GP/Investigator/ Study enrolled community pharmacies and North West eHealth must
ensure that all reproductions are legible and are a true and accurate copy of the original.
In addition, they must meet accessibility and retrieval standards, including regeneration
of a hard copy, if required. The GP/Investigator/ Study enrolled community pharmacies
and North West eHealth must also ensure that an acceptable back-up of the reproductions
exists and that there is an acceptable quality control procedure in place for creating the
reproductions.
GSK will inform the GP/Investigator/ Study enrolled community pharmacies and North
West eHealth of the time period for retaining the site records in order to comply with all
applicable regulatory requirements. The minimum retention time will meet the strictest
standard applicable to a particular site, as dictated by local laws/regulations, GSK/NWeH
standard operating procedures, and/or institutional requirements.
The GP/Investigator/ Study enrolled community pharmacies and North West eHealth
must notify GSK of any changes in the archival arrangements, including, but not limited
to archival of records at an off-site facility or transfer of ownership of the records in the
event that the GP/Investigator/ Study enrolled community pharmacies and North West
eHealth is no longer associated with the site.

9.7.

Provision of Study Results to Investigators, Posting of
Information on Publicly Available Clinical Trials Registers
and Publication

Where required by applicable regulatory requirements, a GP/Investigator signatory will
be identified for the approval of the clinical study report. The GP/Investigator signatory
will be provided reasonable access to statistical tables, figures, and relevant reports and
will have the opportunity to review the complete study results at a GSK site or other
mutually-agreeable location.
GSK will also provide the GP/Investigator with the full summary of the study results.
The GP/Investigator is encouraged to share the summary results with the study subjects,
as appropriate.
GSK aims to post a results summary to the GSK Clinical Study Register and other
publicly available registers no later than 8 months after the last subject’s last visit (LSLV)
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[this applies to each data analysis phase for studies with multiple phases, e.g., primary
analysis, follow up analysis etc]. In addition, the aim is to submit a manuscript to a peerreviewed journal for publication within 18 months of LSLV. GSK also aims to publish
the full study protocol on the GSK Clinical Study Register at the time the results of the
study are published as a manuscript in the scientific literature.
When manuscript publication in a peer-reviewed journal is not feasible, further study
information will be posted to the GSK Clinical Study Register to supplement the results
summary.
A manuscript will be progressed for publication in the scientific literature if the results
provide important scientific or medical knowledge.

9.8.

Independent Data Monitoring Committee (IDMC)

An IDMC will be utilised in this study to ensure external objective medical and/or
statistical review of safety issues in order to protect the ethical and safety interests of
subjects and to protect the scientific validity of the study. The schedule of any planned
interim analysis and the analysis plan for IDMC review is described in the charter, which
is available upon request.
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11.

APPENDICES

11.1.

Appendix 1: Study Schematic

FF/VI open- label or usual asthma maintenance treatment (ICS or ICS/LABA)

Constant real time data capture of all Health Care utilisation and safety monitoring
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11.2.

Appendix 2: GSK List of Highly Effective Methods for
Avoiding Pregnancy in Females of Childbearing Potential

The following is the all inclusive list of the highly effective methods for avoiding
pregnancy that meets the definition specified in GSK Standard Operating Procedure
(SOP) 54811- Reproductive Issues in Clinical Trials (i.e., have a failure rate of less than
1% per year when used consistently and correctly and, when applicable, in accordance
with the product label). Therefore, this list is used to comply with SOP_54811.
The list does not apply to females of childbearing potential (FCBP) with same sex
partners, when this is their preferred and usual lifestyle.


Abstinence from penile-vaginal intercourse, when this is the female’s preferred and
usual lifestyle [Hatcher, 2007]



Oral Contraceptive, either combined or progestogen alone [Hatcher, 2007]



Injectable progestogen [Hatcher, 2007]



Implants of etonogestrel or levonorgestrel [Hatcher, 2007]



Estrogenic vaginal ring [Hatcher, 2007]



Percutaneous contraceptive patches [Hatcher, 2007]



Intrauterine device or intrauterine system that meets the SOP effectiveness criteria as
stated in the product label [Hatcher, 2007]



Male partner sterilization prior to the female subject's entry into the study, and this
male is the sole partner for that subject [Hatcher, 2007]. The information on the male
sterility can come from the site personnel’s: review of subject’s medical records;
medical examination of the subject and/or semen analysis; or interview with the
subject on his medical history.



Male condom combined with a female diaphragm, either with or without a vaginal
spermicidea (foam, gel, film, cream, or suppository) [Hatcher, 2007]

a.

Nonoxynol-9 is the critical component in most spermicides, and is regarded as an acceptable spermicidal agent.
Concern has been raised that nonoxynol-9 damages the epithelial lining of the vagina, and exposure may
facilitate transmission of viruses, particularly HIV. The World Health Organization conducted a technical
consultation in October 2001 and concluded that the increased risk for such transmission was low to minimal
[WHO/CONRAD, 2003].
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11.3.

Appendix 3: Liver Chemistry Stopping and Follow-up
Criteria
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11.4.

Appendix 4: Genetics Research

There is increasing evidence that an individual's genetic background (i.e., genotype) may
impact the pharmacokinetics (absorption, distribution, metabolism, and elimination),
pharmacodynamics (relationship between concentrations and pharmacologic effects or
the time course of pharmacologic effects) and/or clinical outcome (in terms of efficacy
and/or safety and tolerability). Further, the contribution of genetically defined disease
subtypes may impact the variability in drug response and hence influence the outcomes
of a clinical study. Thus, the application of exploratory genetics research may improve
understanding of the influence of disease subtype on clinical study outcomes and provide
a better understanding of disease that could be applied to define future clinical study
design and treatment.
Genetic data may help inform identification of additional biomarkers related to response
to therapy.
Some reported examples of genetic associations with medicine safety/adverse events and
efficacy are included below:
Drug

Disease

abacavir

HIV
[Hetherington, 2
002; Mallal,
2002;
Mallal, 2008]

Carbamazepine

Seizure, Bipolar
disorders &
Analgesia
[Chung, 2010;
Ferrell, 2008]

Genetic
marker

Outcome
Carriage of the HLA-B*57:01 variant has been
shown to increase a patient's risk for
hypersensitivity to abacavir. Prospective HLAB*57:01 screening and exclusion of HLAB*57:01 positive patients from abacavir
treatment significantly decreased the
incidence of abacavir hypersensitivity.
Treatment guidelines and abacavir product
labeling in the United States and Europe now
recommend (US) or require (EU) prospective
HLA-B*57:01 screening prior to initiation of
abacavir to reduce the incidence of abacavir
hypersensitivity. HLA-B*57:01 screening
should supplement but must never replace
clinical risk management strategies for
abacavir hypersensitivity.
Independent studies indicated that patients of
East Asian ancestry who carry HLA-B*15:02
are at higher risk of Stevens-Johnson
Syndrome and toxic epidermal necrolysis.
Regulators, including the US FDA and the
Taiwanese FDA, have updated the
carbamazepine drug label to indicate that
screening is justified in patients with ancestry
in populations in which HLA-B*1502 may be
present.

HLA-B
(Human
Leukocyte
Antigen
B)*57:01

HLAB*15:02
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Drug

Disease

Irinotecan

Cancer
[Innocenti, 2004;
Liu, 2008;
Schulz, 2009]

Corticosteroid
s

Asthma
[Tantisira et al.,
2011]

Genetic
marker
UGT1A1*28

Outcome

GLCCI1

Variation (C->T, rs37972 ) in the 5’ region of
the GLCCI1 start site (1473 bp away from
ATG) is associated (pooled p value=0.0007)
with ∆FEV1 over several months (primary
study 16 months; four follow-up studies over
one or two months) of inhaled corticosteroid
therapy (budesonide, triamcinolone,
fluticasone and flunisolide). Overall, the mean
increase in FEV1 in treated subjects who were
homozygous for the variant allele was a third
for similarly treated patients homozygous for
the wild-type allele. Subjects who were CC
homozygotes were about 2.5 times as likely to
have a response in the lowest quartile
compared to those who were TT homozygotes
(OR=2.36; 95% CI=1.27-4.41). rs37972
accounts for an estimated 6.6% of the overall
response variability.

Variations in the UGT1A1 gene can influence
a patient’s ability to break down irinotecan,
which can lead to increased blood levels of the
drug and a higher risk of side effects. A dose
of irinotecan that is safe for one patient with a
particular UGT1A1 gene variation might be too
high for another patient without this variation,
raising the risk of certain side-effects that
include neutropenia following initiation of
Irinotecan treatment. The irinotecan drug
label indicates that individuals who are
homozygous for UGT1A1*28 allele are at
increased risk of neutropenia. A genetic blood
test (Invader UGT1A1 molecular assay) is
available that can detect variations in the
gene.

A key component to successful genetics research is the collection of samples during the
conduct of clinical studies.
Collection of whole blood samples, even when no a priori hypothesis has been identified,
may enable genetic analysis to be conducted and may lead to improved understanding of
the disease, drug response and study outcomes. Genetic data may help inform
identification of additional biomarkers related to response to therapy.
The objective of the genetics research is to investigate the relationship between genetic
variants and response to fluticasone furoate and vilanterol (FF/VI), or the standard of care
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respiratory treatment regimens used in this study. This will be performed in the context of
further clinical phenotypic characterization of asthma. If at any time it appears there is
potential variability of drug response in this clinical study or in a series of clinical studies
with FF/VI or with standard of care, the following objectives may be investigated – the
relationship between genetic variants and study treatment with respect to:


Safety and/or tolerability



Efficacy

Further, genetic research may investigate a possible relationship between genetic
variation and additional clinical/genomic biomarkers and asthma, severity or disease
progression as well as co-morbidities. Improved disease understanding will aid in the
interpretation of the clinical study outcomes with respect to drug efficacy and or side
effects.
Study Population
Any subject who is enrolled in the clinical study, can participate in genetic research. Any
subject who has received an allogeneic bone marrow transplant must be excluded from
the genetics research.
Subject participation in the genetic research is voluntary and refusal to participate will
not indicate withdrawal from the clinical study or result in any penalty or loss of benefits
to which the subject would otherwise be entitled.
Study Assessments and Procedures
Blood samples can be taken for Deoxyribonucleic acid (DNA) extraction and used in
genetic assessments.
A whole blood sample (~10ml) will be collected for the genetics research using a tube
containing EDTA.
The genetic sample is labelled (or “coded”) with a study specific number that can be
traced or linked back to the subject by the investigator or site staff. Coded samples do
not carry personal identifiers (such as name or social security number). The blood
sample is taken on a single occasion unless a duplicate sample is required due to inability
to utilize the original sample. It is recommended that the blood sample be taken at the
earliest opportunity once informed consent for genetics research has been provided, but
may be taken at any time while the subject is participating in the clinical study.
The DNA extracted from the blood sample may be subjected to sample quality control
analysis. This analysis will involve the genotyping of genetic markers to confirm the
integrity of individual samples. If inconsistencies are noted in the analysis, then those
samples may be destroyed. Approximately half of the DNA will be given to our
collaborators, the Salford Royal Foundation NHS Trust.
Samples will be stored securely and may be kept for up to 20 years after the last subject
completes the study or GSK may destroy the samples sooner. GSK or those working
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with GSK (for example, the Salford Royal Foundation NHS Trust) may use samples
collected from the study at any point during the storage period but only for the purpose
stated in this protocol and in the informed consent form. Subjects can request their
sample to be destroyed at any time.
Subject Withdrawal from Study
If a subject who has consented to participate in genetics research and has had a sample
taken for genetics research withdraws from the clinical study for any reason other than
lost to follow-up, the subject will be given the following options:


Retain the sample for genetics research



Destroy the genetics sample

If a subject withdraws consent from genetics research or requests sample destruction for
any reason, the GP/Investigator must complete the appropriate documentation to request
sample destruction within the timeframe specified by GSK and maintain the
documentation in the site study records.
Genetic Analyses
Specific sections of DNA may be selected from areas of the genome (e.g., candidate
genes) known to encode the drug target, mechanism pathways, drug metabolizing
enzymes, areas associated with mechanisms underlying adverse events, and those linked
to study disease or related co-morbid conditions and, thus, possibly linked to study
outcomes, treatment response, disease susceptibility, severity or progression.
In addition, continuing research may identify other enzymes, transporters, proteins or
receptors that may be involved in response to FF/VI or disease predisposition. The genes
that code for these proteins may also be studied and could aid interpretation of the
clinical study outcomes. Sequencing of the genes, which is the highest resolution
analysis possible, may also be undertaken. For example, there may be a DNA variant
underneath the glucocorticoid receptor binding site that prevents the attachment of the
receptor protein to the target DNA. The result will be ineffective downstream gene
transcription resulting in corticosteroid resistance (perhaps with FP more than FF). These
polymorphisms may only be detected by direct sequencing of targeted regions and may
be missed by the genome scans (see below).
Genome-wide association scans involving a large number of polymorphic markers (e.g.,
single nucleotide polymorphisms) at defined locations in the genome, often correlated
with a candidate gene, may be studied to determine the relationship between genetic
variants and treatment response. This approach is often employed when a definitive
candidate gene(s) does not exist and/or the potential genetic effects are not well
understood.
If applicable and genetic research is conducted, appropriate statistical analysis methods
will be used to evaluate the data in the context of the other clinical data, clinical and/or
genomic biomarkers or the scientific literature. Results of the genetic investigations will
be reported either as part of the main clinical study report or as a separate report. Results
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of the genetic investigations may be published. Endpoints of interest from all
comparisons will be descriptively and/or graphically summarized as appropriate to the
data.
A detailed description of the analysis to be performed will be documented in the study
reporting and analysis plan (RAP) analysis plan or in a separate genetic RAP, as
appropriate
Informed Consent
Subjects who do not wish to participate in the genetic research may still participate in the
clinical study. Genetic informed consent must be obtained prior to any blood being taken
for genetic research.
Provision of Study Results and Confidentiality of Subject’s Genetics Data
GSK may summarize the genetic research results in the clinical study report, or
separately, or may publish the results in scientific journals.
GSK may share genetic research results with other scientists to further understanding of
the study treatments or disease and related diseases. GSK does not inform the
GP/Investigator, subject, or anyone else (e.g., family members, primary care physicians,
insurers, or employers) of the genetic research results that are not known to be relevant to
the subject’s medical care at the time of the study, unless required by law. This is due to
the fact that the information generated from genetic studies is generally preliminary in
nature, and therefore the significance and scientific validity of the results are
undetermined.
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11.5.

Appendix 5: Protocol Amendment Changes

Protocol Amendment 01 Changes
Author(s):
Original text;
(GCSP); PPD
(EPI); PPD
(CoE); PPD
(CPSE); PPD
(University of Manchester/NWeH); PPD
(CoE); PPD
PPD
PPD
PPD
(CPSE);
(GHO);
(University of Manchester);
PPD
PPD
(University Hospital South Manchester);
(S&P);
PPD

Amended text;
(GCSP); PPD
(EPI); PPD
(CoE); PPD
(CPSE); PPD
(CPSE); PPD
(SERM); PPD
(University of
PPD
PPD
PPD
Manchester/NWeH);
(CoE);
(CPSE);
(GHO); PPD
(University of Manchester); PPD
(University
Hospital South Manchester); PPD
(S&P);

PPD

Protocol Summary
Headings formatted
Added text;

Secondary Objective
The secondary objective is to compare the incidence serious adverse events of
pneumonia during the study of fluticasone furoate (FF)/vilanterol (VI) Inhalation Powder
(FF 100mcg/VI 25mcg or FF 200mcg/VI 25mcg) with usual asthma maintenance therapy
over twelve months.
Events of pneumonia are determined by the patient’s general practitioner using the
definition of community acquired pneumonia provided by the British Thoracic Society
[2009]. In the event of serious pneumonia diagnosis will be determined by the clinical
judgment of the admitting, or treating physician within the hospital, where the subject is
treated for that episode. These treating physicians are not investigators within this study,
though they will be aware of the nature of the study. With most events, reports of
pneumonia will be automatically captured using the ICD-10 codes (ICD-10 codes J13 to
J18 (with all sub codes) with the addition of code J85.1). In local hospitals that do not use
these codes, appropriate similar codes will be selected apriori.
It is anticipated that based on local practice [BTS 2011], that most subjects will have a chest
x-ray performed with each episode of pneumonia. Radiological review of these x-rays will be
as standard local practice. The radiologist is not affiliated to this study, or the investigator.
The presence of compatible infiltrates on the x-ray will be part of the pneumonia analysis.
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This is a real world study, with minimal intervention. However demographic information
and any collected clinical and laboratory information will be incorporated in the
assessment of each episode of pneumonia to evaluate markers for severity.
Original text
Approximately 4820 subjects who are taking an inhaled corticosteroid (ICS) without a
long acting beta2-agonist (LABA) or ICS with LABA combination (this could be a fixed
dose combination or an ICS/LABA provided in two separate inhalers) will be randomised
to receive either FF/VI (FF 100mcg/VI 25mcg or FF 200mcg/VI 25mcg) or to continue
on usual asthma maintenance therapy. The study randomisation will be stratified by
asthma control test (ACT) score (≥20, 16 to 19, or ≤15) and by prescription given at Visit
2 (ICS or ICS/LABA) (see Table 3).
Amended text
Approximately 4036 subjects who are taking an inhaled corticosteroid (ICS) without a
long acting beta2-agonist (LABA) or ICS with LABA combination (this could be a fixed
dose combination or an ICS/LABA provided in two separate inhalers) will be randomised
to receive either FF/VI (FF 100mcg/VI 25mcg or FF 200mcg/VI 25mcg) or to continue
on usual asthma maintenance therapy. The study randomisation will be stratified by
asthma control test (ACT) score (≥20, 16 to 19, or ≤15) and by prescription given at Visit
2 (ICS or ICS/LABA) (see Table 3).
Primary Efficacy Endpoint;
Text added;
The minimally important difference (MID) for ACT is 3. [Schatz, 2009].
Original text;
The primary endpoint is defined as the percentage of subjects who have an ACT total
score of ≥ 20 at Week 24 (6th month) assessment.
Amended text;
The primary endpoint is defined as the percentage of subjects who have either an ACT
total score of ≥ 20 or an increase from baseline of ≥ 3 in ACT total score at Week 24 (6th
month) assessment.
Original text;
1.

All contacts are defined as any encounter the subject may have with a doctor or nurse
working as part of the NHS (including telephone calls).

Amended text;
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1.

All contacts are defined as any encounter the subject may have with a doctor or nurse
or other healthcare professionals working as part of the NHS (including telephone
calls).

Other efficacy endpoints;
Text deleted;
Percentage of subjects who have either achieved asthma control (ACT total score ≥ 20) if
ACT score was < 20 at baseline or have an increase from baseline of ≥ 3 in ACT total
score at Weeks 12, 24, 40 and 52.
Safety Endpoits;
Added text;
•

Incidence of serious adverse events of pneumonia during the study.

Rationale
Original text;
Data will be collected electronically via daily extractions from the system onto the safe
study server; thus maintaining authenticity. ECG, Investigational Product (IP)
prescription data and electronic patient reported outcome (ePRO) data will be collected
using the services and equipment of external vendors and will be transferred to the
NWeH study server. An Optical Character Recognition (OCR). The pharmacy electronic
medical record (EMR) system will be used to store collect and manage the subjects’
electronic prescription data. This data will also be transferred to the NWeH study server.
Amended text;
Data will be collected electronically via daily extractions from the system onto the safe
study server; thus maintaining authenticity. ECG, Investigational Product (IP)
prescription data and electronic patient reported outcome (ePRO) data will be collected
using the services and equipment of external vendors and will be transferred to the
NWeH study server. An Optical Character Recognition (OCR) or the pharmacy
electronic medical record (EMR) system will be used to collect or store and manage the
subjects’ electronic prescription data. This data will also be transferred to the NWeH
study server.
2 Objectives

Original text;
The primary endpoint is defined as the percentage of subjects who have an ACT total
score of ≥ 20 at Week 24 (6th month) assessment.
Amended text;
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The primary endpoint is defined as the percentage of subjects who have either an ACT
total score of ≥ 20 or an increase from baseline of ≥ 3 in ACT total score at Week 24 (6th
month) assessment.
Original text;
The secondary and other objectives of this study will include evaluating differences
between treatment arms in asthma exacerbations (exacerbation-related prescription of
systemic corticosteroids or antibiotics (with NHS contact) and/or hospitalisation, the
frequency of all and asthma-related subject contacts in primary or secondary care (which
includes admitted patient care as well as out-patient clinic visits), adherence to
randomised treatment, salbutamol use, health status (EQ-5D questionnaire), Asthma
Quality of Life Questionnaire (AQLQ(S)), Work Productivity and Activity Impairment
(WPAI), Medication Adherence Report Scale for Asthma (MARS-A) and safety
reporting.
Amended text;
The secondary and other efficacy endpoints of this study will include evaluating
differences between treatment arms in asthma exacerbations (exacerbation-related
prescription of systemic corticosteroids or antibiotics (with or without NHS contact)
and/or hospitalisation, the frequency of all and asthma-related subject contacts in primary
or secondary care (which includes admitted patient care as well as out-patient clinic
visits), adherence to randomised treatment, salbutamol use, health status (EQ-5D
questionnaire), Asthma Quality of Life Questionnaire (AQLQ(S)), Work Productivity
and Activity Impairment (WPAI), Medication Adherence Report Scale for Asthma
(MARS-A) and safety reporting.
Added text;
Secondary Objective
The secondary objective is to compare the incidence of serious adverse events of
pneumonia during the study of fluticasone furoate (FF)/vilanterol (VI) Inhalation Powder
(FF 100mcg/VI 25mcg or FF 200mcg/VI 25mcg) with usual asthma maintenance therapy
over twelve months.
Events of pneumonia are determined by the patient’s general practitioner using the
definition of community acquired pneumonia provided by the British Thoracic Society
[2009]. In the event of serious pneumonia diagnosis will be determined by the clinical
judgment of the admitting, or treating physician within the hospital, where the subject is
treated for that episode. These treating physicians are not investigators within this study,
though they will be aware of the nature of the study. With most events, reports of
pneumonia will be automatically captured using the ICD-10 codes (ICD-10 codes J13 to
J18 (with all sub codes) with the addition of code J85.1). In local hospitals that do not use
these codes, appropriate similar codes will be selected apriori.
It is anticipated that based on local practice [BTS 2011], that most subjects will have a chest
x-ray performed with each episode of pneumonia. Radiological review of these x-rays will be
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as standard local practice. The radiologist is not affiliated to this study, or the investigator.
The presence of compatible infiltrates on the x-ray will be part of the pneumonia analysis.

This is a real world study, with minimal intervention. However demographic information
and any collected clinical and laboratory information will be incorporated in the
assessment of each episode of pneumonia to evaluate markers for severity.
3.1 Study Design

Original text;
This is a Phase III multi-centre, randomised open label study performed in subjects in
primary care who have a diagnosis of and regular treatment of asthma in a localised
geographical region of the UK i.e. PPD
Approximately 4820
subjects who are taking an inhaled corticosteroid (ICS) without a long acting beta2agonist (LABA) or ICS with LABA combination (this could be a fixed dose combination
or an ICS/LABA provided in two separate inhalers) will be randomised to receive either
FF/VI (FF 100mcg/VI 25mcg or FF 200mcg/VI 25mcg) or to continue on usual asthma
maintenance therapy. The study randomisation will be stratified by asthma control test
(ACT) score (≥20, 16 to 19, or ≤15) and by prescription given at Visit 2 (ICS or
ICS/LABA) (see Table 3Table 3).Amended text;
Amended text;
This is a Phase III multi-centre, randomised open label study performed in subjects in
primary care who have a diagnosis of and regular treatment of asthma in a localised
geographical region of the UK i.e. PPD
Approximately 4036
subjects who are taking an inhaled corticosteroid (ICS) without a long acting beta2agonist (LABA) or ICS with LABA combination (this could be a fixed dose combination
or an ICS/LABA provided in two separate inhalers) will be randomised to receive either
FF/VI (FF 100mcg/VI 25mcg or FF 200mcg/VI 25mcg) or to continue on usual asthma
maintenance therapy. The study randomisation will be stratified by asthma control test
(ACT) score (≥20, 16 to 19, or ≤15) and by prescription given at Visit 2 (ICS or
ICS/LABA) (see Table 3).

Number of Subjects
Original text;
It is estimated that approximately 4820 subjects (2410 per treatment group), at
approximately 65 study centres in a localised geographical region of the UK i.e. PPD
PPD
will be required for the study. The total duration of subject
participation will be approximately 12 months (52 weeks).
Amended text;
It is estimated that approximately 4036 subjects (2018 per treatment group), at
approximately 65 study centres in a localised geographical region of the UK i.e. PPD
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and PPD
will be required for the study. The total duration of subject
participation will be approximately 12 months (52 weeks).

Inclusion Criteria
Original text;
1. Informed consent: Subjects must be able to provide informed consent, have their
consent signed and dated.
Amended text;
1. Informed consent: Subjects must be able to provide informed consent, have their
consent signed and dated. Subjects must be able to complete the electronic subject
questionnaires or allow a proxy to do so on their behalf.
4.3 Exclusion criteria
Additional text;
8.
Subjects whose current medications include RELVAR® ELLIPTA® are not
eligible to enter the study.
4.6 Withdrawal criteria
Original text;
•
ECG: An ECG is performed at Visit 2. Based on the ECG results, it is at the
discretion of the GP/ Investigator if the subject can participate in the study. There are no
other regular ECGs required by this protocol.
Amended text;


ECG: There are no regular ECGs required by this protocol.

Deleted text;
For all subjects
•

Increase in QTc >60msec from baseline (V2)

For subjects without bundle branch block:
•

QTc>500msec or uncorrected QT>600msec

For subjects with bundle branch block:
•

QTc >530msec or uncorrected QT>600msec

4.2 treatment assignment
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Added text;
Subjects who are hepatic impaired should be given a max dose of FF/VI 100mcg/25mcg.
5.4 treatment adherence
Original text;
Treatment adherence will be reviewed using data collected via the OCR (Optical
Character Recognition), to compare the intended prescription, number of inhalers
prescribed, inhalers dispensed to subjects, and inhalers collected by subjects.
Amended text;
Treatment adherence will be reviewed using data collected via the OCR (Optical
Character Recognition) or from the pharmacy EMR system (or other systems), to
compare the intended prescription, number of inhalers prescribed, inhalers dispensed to
subjects, and inhalers collected by subjects.

5.5 Concomitant Medications and Non-Drug Therapies
Original text;
All respiratory-related prescribed and dispensed concomitant medications taken during
the study will be recorded in the eCRF. The minimum requirement for asthma-related
concomitant medications is that drug trade name and the dates of prescribing, dispensing
and collection will be recorded.
Amended text;
All prescribed and dispensed concomitant medications taken during the study will be
recorded in the eCRF. The minimum requirement for asthma-related concomitant
medications is that drug name and the dates of prescribing, dispensing and collection will
be recorded.
5.5.3 Treatment Changes during the Study
Original text;
Subjects randomised to the usual asthma maintenance therapy arm can have their
treatment adjusted as would be normal clinical practice at the GP’s/Investigator’s
discretion. This will not require the subject to be withdrawn from the study. These
subjects should not receive FF/VI.
Amended text;
Subjects randomised to the usual asthma maintenance therapy arm can have their
treatment adjusted as would be normal clinical practice at the GP’s/Investigator’s
discretion. This will not require the subject to be withdrawn from the study. These
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subjects should not receive FF/VI, and if they do they should be withdrawn from the
study.

STUDY ASSESSMENTS AND PROCEDURES
Table 4

Time and Events Table

Original text;
Visit

Assessments
Informed Consent1
Medical History
(including CV Risk
Factors, and
Exacerbation History)
Demographics (e.g.
height, weight, race)
Exacerbation
Assessment
Safety Assessments
Pregnancy Test2
Contraceptive
Assessment 3
Serious Adverse
Event4
Non-serious Adverse
Drug Reaction
Assessment
Subject
Questionnaires
Assessments
ACT Test
EQ-5D
AQLQ (S)
MARS
WPAI: asthma
Medication
Assessments
Concurrent
Medication
Assessment8
Prescription Written9
Dispense Study
Medication5
Return Study
Medication5
Other Assessments
Register visit in IVRS

1

2

Day -30 to 1

Day 0

X

X
X

Open Label Treatment Period
36
46
Month 3
Week 12
(±14 days)

Month 6
Week 24
(±14 days)

56

6

Month 9
Week 40
(±14
days)

Month 12
Week 52
(±14
days)

Early
Withdrawal

X
X

X

X

X

X

X

X
X

X

X

X

X

X

X

X

X

X

X

X

X

X

X

X

X
X
X
X
X

X7

X7

X7

X
X
X
X
X

X
X
X
X
X

X

X

X

X

X

X

X7

X
X
X

X

X
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Visit

1

2

Day -30 to 1

Day 0

Open Label Treatment Period
36
46
Month 3
Week 12
(±14 days)

Month 6
Week 24
(±14 days)

56

6

Month 9
Week 40
(±14
days)

Month 12
Week 52
(±14
days)
X

Discharge from Study

Early
Withdrawal

X

Amended text;
Visit

Assessments
Informed Consent1
Medical History
(including CV Risk
Factors, and
Exacerbation History)
Demographics (e.g.
height, weight, race)
Review Smoking
Status
Exacerbation
Assessment
Safety Assessments
Pregnancy Test2
Contraceptive
Assessment 3
Serious Adverse
Event4
Non-serious Adverse
Drug Reaction
Assessment
Subject
Questionnaires
Assessments
ACT Test
EQ-5D
AQLQ (S)
MARS
WPAI: asthma
Medication
Assessments
Concurrent
Medication
Assessment8
Prescription Written9
Dispense Study

1

2

Day -30 to 1

Day 0

X

X
X

Open Label Treatment Period
36
46
Month 3
Week 12
(±14 days)

Month 6
Week 24
(±14 days)

56

6

Month 9
Week 40
(±14
days)

Month 12
Week 52
(±14
days)

Early
Withdrawal

X

X

X

X

X

X

X

X

X

X

X
X

X

X

X

X

X

X

X

X

X

X

X

X

X

X

X

X
X
X
X
X

X7

X7

X7

X
X
X
X
X

X
X
X
X
X

X

X

X7

X
X
X
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Visit

1

2

Day -30 to 1

Day 0

Medication5
Return Study
Medication5
Other Assessments
Register visit in IVRS
Discharge from Study
Genetic sample10

X

Open Label Treatment Period
36
46
Month 3
Week 12
(±14 days)

X

Month 6
Week 24
(±14 days)

56

6

Month 9
Week 40
(±14
days)

Month 12
Week 52
(±14
days)

Early
Withdrawal

X

X

X
X
X

X
X

6.1 Critical Baseline Assessments
Text added;
History of serious pneumonia with hospitalization records and historical evidence of flu
and pneumonia vaccines in the three years prior to randomisation will be collected
Text deleted;
6.1.1 12-lead ECG
12-lead ECGs will be measured by the GP/Investigator or his/her suitably qualified
designee who has had the appropriate training, as detailed in the Time and Events
Table 4. ECGs will be recorded singly after 5 minutes rest, and before measurement of
the clinic lung function tests.
GP/Investigators will be provided with ECG machines by GSK through a designated
central vendor.
All ECGs will be electronically transmitted to an independent cardiologist for evaluation.
The independent cardiologist, at the central laboratory, will be blinded to treatment
assignment and will be responsible for providing an official interpretation of the ECGs.
The Analysis Report will be made available to the study site via the core laboratory
secure online portal. The investigator must provide his/her dated signature on the original
paper tracing and the Analysis Report, attesting to the authenticity of the ECG machine
interpretation and report and copies are to be held at the site.
There will be electronic capture and storage of the data by a validated method, and
calculation of the electrocardiographic parameters.
Text added;
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6.1.1 Research data not required for eCRF (crude EMR data)
Additional data from the patient’s historical medical record are requested to further
characterize the patient’s history of asthma morbidity and co-morbid conditions. This
data will provide greater context for comparisons with other EMR data in the UK to
demonstrate the generalizability of the SLS recruited population and enable further
exploratory evaluation of factors associated with safety or effectiveness outcomes (e.g.
regulatory queries, adherence patterns, etc). Specific variables and data sources are
provided in the Table below.
Three years of historical GP and linked hospitalization data from the electronic medical
record will be extracted to quantify frequency and dates of;


Asthma maintenance medication prescriptions for pre-specified list of
products/classes



CV-related medication prescriptions for pre-specified list of products/classes

The codes to define the prescription medication and healthcare utilization variables will
be specified further in a separate supplemental analysis plan.
6.2.1 Primary Efficacy Endpoint
Original text;
The primary endpoint is defined as the percentage of subjects who have an ACT total
score of ≥ 20 at Week 24 (6th month) assessment.
Amended text;
The primary endpoint is defined as the percentage of subjects who have either an ACT
total score of ≥ 20 or an increase from baseline of ≥ 3 in ACT total score at Week 24 (6th
month) assessment.
Note: Minimally important difference (MID) for ACT is 3. [Schatz, 2009]
6.2.2 Secondary Efficacy Endpoints
Original text;
Secondary endpoints will include;
Percentage of subjects who have either an ACT total score of ≥ 20 or an
increase of ≥ 3 from baseline on ACT total score at Weeks 12, 40 and 52
•
Percentage of subjects with asthma control (ACT total score ≥ 20) at Weeks 12,
24, 40 and 52.
•

Mean change from baseline in ACT total score at Weeks 12, 24, 40 and 52.
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•
Percentage of subjects who have an increase from baseline of ≥ 3 in ACT total
score at Weeks 12, 24, 40 and 52.
Note: Minimally important difference (MID) for ACT is 3. [Schatz, 2009]
Amended text;
Secondary endpoints will include;


Percentage of subjects with asthma control (ACT total score ≥ 20) at Weeks 12, 24,
40 and 52.



Mean change from baseline in ACT total score at Weeks 12, 24, 40 and 52.



Percentage of subjects who have an increase from baseline of ≥ 3 in ACT total score
at Weeks 12, 24, 40 and 52.
Original text;

Notes defining secondary endpoints:
1.

All contacts are defined as any encounter the subject may have with a doctor or nurse
working as part of the NHS (including telephone calls).
Amended text;

Notes defining secondary endpoints:
1.

All contacts are defined as any encounter the subject may have with a doctor or nurse
or other healthcare professionals working as part of the NHS (including telephone
calls).

6.2.3. Other Efficacy Endpoints
Deleted text;


Percentage of subjects who have either achieved asthma control (ACT total score ≥
20) if ACT score was < 20 at baseline) or have an increase from baseline of ≥ 3 in
ACT total score at Weeks 12, 24, 40 and 52.

6.3 Safety
Inserted text;


incidence of serious adverse events of pneumonia during the study

6.3.1 Liver stopping and follow up criteria
Inserted text;


Do not re-challenge with investigational product (FF/VI).
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NOTE: If the patient is hospitalised at the point when the abnormal liver function is
detected, then investigations and patient follow-up should be left to the team responsible
for the clinical care of the patient until the patient is discharged home, at which point the
usual Liver Event Assessment should be carried out.
If the patient has had a required investigation or referral carried out by the hospital team,
there is no need for this to be repeated
In addition, for criterion 1:
6.4.1 Healthcare Resource Utilisation and ePRO data
Inserted text;
or from the pharmacy EMR system (or other systems)
new section added;

Genetics
Information regarding genetics research is included in Appendix 4. In approving the
clinical protocol the IEC/IRB and, where required, the applicable regulatory agency also
approves the genetics research (i.e., approval of Appendix 4), unless otherwise indicated.
Where permitted by regulatory authorities, approval for the genetics research can occur
after approval is obtained for the remainder of the study. If so, then the document will
clearly indicate that approval for the genetics research is being deferred and that the main
study, except for genetics research, can be initiated. In contrast, when the genetics
research component is not approved, this will be stated specifically in the accompanying
document.
The blood sample for genetic research will be collected at Visit 6 or at the early
withdrawal visit from the study.
8.1 Hypotheses
Original text;
The objective of the study is to compare the effectiveness of fluticasone furoate
(FF)/vilanterol (VI) Inhalation Powder (FF 100mcg/VI 25mcg or FF 200mcg/VI 25mcg)
with usual asthma maintenance therapy over twelve months in a large UK primary care
population of subjects with Asthma.
The primary efficacy endpoint for this study is defined as the percentage of subjects who
have an ACT total score of ≥ 20 at Week 24 (6th month) assessment. The primary
analysis will be based on a two-sided hypothesis testing approach.
The Primary Efficacy Analysis Population: This population is defined as all Intent-toTreat subjects who have an ACT total score of < 20 at baseline (Randomisation Visit).
The hypotheses associated with the statistical test of the primary efficacy endpoint are
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H0: PFF/VI = PMaintenance therapy
HA: PFF/VI ≠ PMaintenance therapy
Where PFF/VI and P Maintenance therapy epresent the percentage of subjects who have
an ACT total score of ≥ 20 at Week 24 for FF/VI and usual asthma maintenance therapy,
respectively.
Amended text;
The primary objective of the study is to compare the effectiveness of fluticasone furoate
(FF)/vilanterol (VI) Inhalation Powder (FF 100mcg/VI 25mcg or FF 200mcg/VI 25mcg)
with usual asthma maintenance therapy over twelve months in a large UK primary care
population of subjects with Asthma.
The primary efficacy endpoint for this study is defined as the percentage of subjects who
have either an ACT total score of ≥ 20 or an increase from baseline of ≥ 3 in ACT total
score at Week 24 (6th month) assessment. The primary analysis will be based on a twosided hypothesis testing approach.
The Primary Efficacy Analysis Population: This population is defined as all Intent-toTreat subjects who have an ACT total score of < 20 at baseline (Randomisation Visit).
The hypotheses associated with the statistical test of the primary efficacy endpoint are
H0: PFF/VI = PMaintenance therapy
HA: PFF/VI ≠ PMaintenance therapy
where PFF/VI and PMaintenance therapy represent the percentage of subjects who have either an
ACT total score of ≥ 20 or an increase from baseline of ≥ 3 in ACT total score at Week
24 for FF/VI and usual asthma maintenance therapy, respectively.
A secondary objective of this study is to compare the incidence of serious pneumonia for
fluticasone furoate (FF)/vilanterol (VI) Inhalation Powder (FF 100mcg/VI 25mcg or FF
200mcg/VI 25mcg) with usual asthma maintenance therapy over twelve months.

8.2 Study Design Considerations
Original text;
The study randomisation is planned for equal allocation of subjects for the two treatment
groups. A total of 4820 subjects are required for this study, with 2410 subjects in each of
the two treatment groups (See Table 5 in Section 8.2.1): FF/VI (100mcg/25mcg or
200mcg/25mcg) and usual asthma maintenance therapy.
Amended text;
The study randomisation is planned for equal allocation of subjects for the two treatment
groups. A total of 4036 subjects are required for this study, with 2018 subjects in each of
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the two treatment groups (See Table 6 in Section 8.2.1): FF/VI (100mcg/25mcg or
200mcg/25mcg) and usual asthma maintenance therapy.
8.2.1 sample size assumptions
Original text;
To detect a treatment difference of 6% between usual asthma maintenance therapies and
FF/VI on the percentage of subjects achieving an ACT total score of ≥ 20 at the 6th
month assessment, at significance level 0.05 and with 90% power, the total number of
subjects needed for the primary analysis population is 2906 (1453 subjects for the usual
asthma maintenance therapy group, 1453 subjects for the FF/VI group), assuming 50%
response rate for the of subjects in the control group (usual asthma maintenance therapy)
have ACT total score ≥ 20 at Week 24 (6th month). Note: the assumption of 50%
response rate for the control group is most conservative for sample size estimation.
Overall response rate will be monitored during the study based on the blinded data for
possible sample size re-estimation (see Section 8.2.3).
A total of 4820 subjects are required in the ITT population (2410 in each treatment
group) in order to have at least 2906 subjects (1453 in each treatment group) in the
primary efficacy analysis population, assuming 80% of subjects in the ITT population
have an ACT score of < 20 at baseline and a 10% dropout rate over the first 6-month
period based on previous GSK studies (see Table 5 below).
Table 5 Sample Size Estimation
Treatment

ITT

Primary Efficacy Analysis
ACT<20 at baseline (67% of ITT)
and have ACT assessment at week
24 (90% of ITT)

Usual asthma maintenance
therapy

2410

1453

FF/VI

2410

1453

Total

4820

2906

Amended text;
To detect a treatment difference of 6% between usual asthma maintenance therapies and
FF/VI on the percentage of subjects who either achieving an ACT total score of ≥ 20 or
having an increase from baseline of ≥ 3 in ACT total score at the 6th month assessment, at
significance level 0.05 and with 90% power, the total number of subjects needed for the
primary analysis population is 2906 (1453 subjects for the usual asthma maintenance
therapy group, 1453 subjects for the FF/VI group), assuming 50% response rate for the
subjects in the control group (usual asthma maintenance therapy) at Week 24 (6th month).
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A total of 40360 subjects are required in the ITT population (2018 in each treatment
group) in order to have at least 2906 subjects (1453 in each treatment group) in the
primary efficacy analysis population, assuming 80% of subjects in the ITT population
have an ACT score of < 20 at baseline and a 10% dropout rate over the first 6-month
period based on previous GSK studies (see Table 5 below). Note: the assumption on the
percentage of ITT subjects whose asthma are uncontrolled at baseline will be monitored
during the enrolment period for possible sample size re-estimation (see Section 8.2.3).
Table 5 Sample Size Estimation
Treatment

ITT

Primary Efficacy Analysis
ACT<20 at baseline (80% of ITT)
and have ACT assessment at week
24 (90% of ITT)

Usual asthma maintenance
therapy

2018

1453

FF/VI

2018

1453

Total

4036

2906

Added text;
The incidence of serious pneumonia with hospital admission records in the 2009 NWeH
database for the asthma cohort was 0.34%. The incidence of serious pneumonia were
0.27% (4/1467) and 0.22% (1/455) for FF/VI 100/25 and FF200/25, respectively, based
on the integrated summary of safety for FF/VI clinical development program. The
numbers of subjects with serious pneumonia were thus observed at 3.2 and 3.7 per 1000
subject-year of exposure for FF/VI 100/25 and F200/25, respectively.
Based on 2018 randomized subjects per arm the study has < 35% power to assess a noninferiority comparison for the proportion of subjects with serious pneumonia at the onesided 0.025 level, assuming a base serious pneumonia incidence of 0.35%. The
calculations use a non-inferiority margin of 2 for the ratio of the proportions with serious
pneumonia on FF/VI versus the control group.
8.2.2. sample size sensitivity
Original text;
To demonstrate the sensitivity of the sample size calculation for this study, Table 6 shows
the power function for a fixed sample size of N=2906 (1453 per arm) in the primary
efficacy analysis population based on observed treatment difference and estimated % of
subjects randomised to the usual asthma maintenance therapy group at Week 24.
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Amended text;
To demonstrate the sensitivity of the sample size calculation for this study, Table 6 shows
the power function for a fixed sample size of N=2906 (1453 per arm) in the primary
efficacy analysis population based on observed treatment difference and estimated
response rate for the subjects randomised to the usual asthma maintenance therapy group
at Week 24.
Table 6 Power Function for a Fixed Sample Size of 1453 Subjects Per Arm in the
Primary Efficacy Analysis Population
Original text;
Treatment difference (%)
% of subjects in usual
asthma maintenance
therapy group
achieve ACT ≥ 20 at
Week 24

4

5

6

7

8

45

58%

77%

90%

97%

>99%

50

58%

77%

90%

97%

>99%

55

59%

78%

91%

97%

>99%

60

60%

80%

92%

98%

>99%

65

63%

82%

93%

98%

>99%

Given the nature of this study with a fixed EMR-based study population, sample size
sensitivity is also assessed based on the observed treatment difference and the total
number of subjects who will actually be randomised and included in the primary efficacy
analysis population, as shown in Table 7, assuming the percentage of subjects
randomised to usual asthma maintenance therapy group achieving ACT≥20 at Week 24 is
50%.
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Amended text;
Treatment difference (%)
response rate for
subjects in usual
asthma maintenance
therapy group at
Week 24

4

5

6

7

8

45

58%

77%

90%

97%

>99%

50

58%

77%

90%

97%

>99%

55

59%

78%

91%

97%

>99%

60

60%

80%

92%

98%

>99%

65

63%

82%

93%

98%

>99%

Given the nature of this study with a fixed EMR-based study population, sample size
sensitivity is also assessed based on the observed treatment difference and the total
number of subjects who will actually be randomised and included in the primary efficacy
analysis population, as shown in Table 7, assuming the response rate for subjects
randomised to usual asthma maintenance therapy group at Week 24 is 50%.
8.2.3 Sample Size Re-estimation
Additional text;
The rate of uncontrolled asthma at baseline (ACT total score < 20) will be monitored
during the study enrolment period for possible sample size re-estimation.
Table 8 Total number of randomised subjects needed, assuming 90% retention rate at
Week 24
% of all randomized subjects
whose ACT score < 20 at
baseline

70%

75%

80%

85%

90%

Total Number of randomized
subjects

4613

4305

4036

3799

3588

99

2011N129785_02

CONFIDENTIAL
HZA115150

8.3.3.1 Primary Comparisons of Interest

Original text;
The primary comparison of interest is the comparison of percentage of subjects who have
an ACT total score of ≥ 20 at Week 24 (6th month) assessment between FF/VI
(100mcg/25mcg or 200mcg/25mcg) and usual asthma maintenance therapy based on the
primary efficacy analysis population.
Amended text;
The primary comparison of interest is the comparison of percentage of subjects who have
either an ACT total score of ≥ 20 or an increase from baseline of ≥ 3 in ACT total score
at Week 24 (6th month) assessment between FF/VI (100mcg/25mcg or 200mcg/25mcg)
and usual asthma maintenance therapy based on the primary efficacy analysis population.
8.3.3.2 Other Comparisons of Interest

Text deleted;


Percentage of subjects who have either an ACT total score of ≥ 20 or an increase of
≥ 3 from baseline on ACT total score at Weeks 12, 40 and 52

Original text;


Percentage of subjects with asthma control (ACT total score ≥ 20) at Weeks 12, 40
and 52.

Amended text;


Percentage of subjects with asthma control (ACT total score ≥ 20) at Weeks 12, 24,
40 and 52.

Safety endpoints
Added text;
•

Incidence of serious adverse events of pneumonia during the study

8.3.4 Interim Analysis
Additional text;
Due to lack of clinical trial data in a real life setting as proposed in the current study and
uncertainty associated with the study population, the baseline ACT scores will be
assessed, in a blinded manner after approximately 1000 subjects have been randomized,
to evaluate the appropriateness of the primary endpoint. The evaluation will be focused
on the distribution of the ACT scores at baseline and the suitability of the proposed
quantification method of ACT scores for the primary endpoint. There is no plan to
change the primary efficacy measure (asthma control test), and thus no impact on the
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study conduct. This interim evaluation of baseline ACT data does not constitute as an
interim analysis, since no study treatment information will be used in the evaluation.
8.3.5.1.1. Primary efficacy analysis

Original text;
The primary endpoint is defined as the percentage of subjects who have an ACT total
score of ≥ 20 at Week 24 (6th month) assessment.
The percentage of subjects who have an ACT total score of ≥ 20 at Week 24 (6th month)
will be summarised.
Amended text;
The primary endpoint is defined as the percentage of subjects who have either an ACT
total score of ≥ 20 or an increase from baseline of ≥ 3 in ACT total score at Week 24 (6th
month) assessment.
The percentage of subjects who have either an ACT total score of ≥ 20 or an increase
from baseline of ≥ 3 in ACT total score at Week 24 (6th month) will be summarised.
8.3.5.1.2. Secondary Efficacy Analyses

Asthma Control Test
Additional text;
Percentage of subjects who have either an ACT total score of ≥ 20 or an increase of ≥ 3
from baseline on ACT total score will also be summarized at each assessment time point
and analyzed at Weeks 12, 40, and 52 in the manner similar to the primary analysis.
Additional section;
8.3.5.2.2 Serious Adverse Events of Pneumonia

No formal statistical analysis is planned to analyze the serious adverse events of
pneumonia data due to low event rate and lack of statistical power for this study.
The data on serious pneumonia will be summarized by treatment group using MedDRA
preferred terms based on intent-to-treat principle, as outline below:





Incidence of serious adverse events of pneumonia on FF/VI compared to standard of
care
Incidence of serious adverse events of pneumonia compared to those continuing an
ICS
Incidence of serious adverse events of pneumonia compared to those continuing
FP/salmeterol. This comparison will be provided for the subgroup of subjects who
enter the study on FP/salmeterol therapy.
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The overall treatment comparison on the incidence of serious adverse events of
pneumonia observed during the study will be based on the intent-to-treat
population.

Summaries of serious adverse events of pneumonia will also be provided by
randomization stratification based on baseline asthma therapy (ICS, ICS/LABA),
Full details of the analysis of the data will be defined in the reporting and analysis plan.
This will contain sensitivity analyses to assess the impact of switching treatments during
the course of the study.
Added appendix 4;
Protocol Amendment 02 Changes
Author(s)
Deleted Author
PPD

(GCSP)

Amended Author
PPD

(SERM)

Protocol Summary
Secondary Objective
Paragraph 2
Original wording
Events of pneumonia are determined by the patient’s general practitioner using the
definition of community acquired pneumonia provided by the [British Thoracic Society
2008]. In the event of serious pneumonia diagnosis will be determined by the clinical
judgment of the admitting, or treating physician within the hospital, where the subject is
treated for that episode. These treating physicians are not investigators within this study,
though they will be aware of the nature of the study. With most events, reports of
pneumonia will be automatically captured using the ICD-10 codes (ICD-10 codes J13 to
J18 (with all sub codes) with the addition of code J85.1). In local hospitals that do not use
these codes, appropriate similar codes will be selected apriori.
Amended wording
Events of pneumonia are determined by the patient’s general practitioner using the
definition of community acquired pneumonia provided by the [British Thoracic Society
2008]. In the event of serious pneumonia diagnosis will be determined by the clinical
judgment of the admitting, or treating physician within the hospital, where the subject is
treated for that episode. These treating physicians are not investigators within this study,
though they will be aware of the nature of the study. Events are captured in three ways:
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1. With most events, reports of SAEs of pneumonia will be automatically captured
using the ICD-10 codes (ICD-10 codes J13 to J18 (with all sub codes) with the
addition of code J85.1).All hospitals use ICD-10 codes.
2. All other serious adverse events will also be evaluated by physicians affiliated to
the Salford Royal Foundation Trust hospital and University Hospital South
Manchester to identify any possible additional reports of pneumonia.
3. Additionally, a comprehensive list of ICD-10 codes will be used to search all
diagnostic fields and discharge codes for events of pneumonia to ensure all
diagnosed serious events have been reported.
Discharge codes will be reviewed by the SLS Safety Team for any unreported SAEs of
pneumonia, which will then be reported to GSK using the SAE reporting process. All
SAE narratives, regardless of the event, will be reviewed by the SLS Safety Team to
identify any unreported SAEs of pneumonia associated with a different SAE. These will
then be reported to GSK using the SAE reporting process.
Study Endpoints/Assessments

Secondary Efficacy Endpoints
Added additional Endpoint Bullet 1


Percentage of subjects who have either an ACT total score of score ≥ 20 or an
increase from baseline of score ≥ 3 in ACT total score at Week 12, 40 and 52.

Safety Endpoints
Original wording
Serious Adverse Events (SAE) and non-serious Adverse Drug Reactions (ADR) will be
collected.
Safety endpoints will include:


Incidence of serious adverse events of pneumonia during the study



Frequency and type of serious adverse events



Frequency and type of adverse drug reactions

Amended wording
Serious Adverse Events (SAE) and non-serious Adverse Drug Reactions (ADR) will be
collected.
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Safety endpoints will include:


Incidence of serious adverse events of pneumonia during the study



Time to first serious adverse event of pneumonia



Deaths due to serious events of pneumonia



Incidence and type of serious adverse events



Incidence and type of adverse drug reactions

The incidence of the serious adverse event of pneumonia for each treatment group is
defined as the proportion of subjects in that group who have experienced at least one
serious adverse event of pneumonia during the study period.
2. Objectives
Secondary Objective.
Original wording Paragraph 2
Events of pneumonia are determined by the patient’s general practitioner using the
definition of community acquired pneumonia provided by the [British Thoracic Society
2008]. In the event of serious pneumonia diagnosis will be determined by the clinical
judgment of the admitting, or treating physician within the hospital, where the subject is
treated for that episode. These treating physicians are not investigators within this study,
though they will be aware of the nature of the study. With most events, reports of
pneumonia will be automatically captured using the ICD-10 codes (ICD-10 codes J13 to
J18 (with all sub codes) with the addition of code J85.1). In local hospitals that do not use
these codes, appropriate similar codes will be selected apriori.
Amended wording Paragraph 2
Events of pneumonia are determined by the patient’s general practitioner using the
definition of community acquired pneumonia provided by the [British Thoracic Society
2008]. In the event of serious pneumonia diagnosis will be determined by the clinical
judgment of the admitting, or treating physician within the hospital, where the subject is
treated for that episode. These treating physicians are not investigators within this study,
though they will be aware of the nature of the study. Events are captured in three ways:
1) With most events, reports of SAEs of pneumonia will be automatically captured
using the ICD-10 codes (ICD-10 codes J13 to J18 (with all sub codes) with the
addition of code J85.1). All hospitals use ICD-10 codes
2) All other serious adverse events will also be evaluated by physicians affiliated to
the Salford Royal Foundation Trust hospital and University Hospital South
Manchester to identify any possible additional reports of pneumonia.
3) Additionally, a comprehensive list of ICD-10 codes will be used to search all
diagnostic fields and discharge codes for events of pneumonia to ensure all
diagnosed serious events have been reported.
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Discharge codes will be reviewed by the SLS Safety Team for any unreported SAEs of
pneumonia, which will then be reported to GSK using the SAE reporting process. All
SAE narratives, regardless of the event, will be reviewed by SLS SafetyTeam to identify
any unreported pneumonia associated with a different SAE. These will then be reported
to GSK using the SAE reporting process.
6.2

Efficacy

6.2.2. Secondary Efficacy Endpoints
Additional Bullet 1 added

6.3

Percentage of subjects who have either an ACT total score of score ≥ 20 or an
increase from baseline of score ≥ 3 in ACT total score at Week 12, 40 and 52.
Safety

Original wording
Serious Adverse Events (SAE) and non serious Adverse Drug Reactions (ADR) will be
collected.
Safety endpoints will include:


incidence of serious adverse events of pneumonia during the study



Frequency and type of serious adverse events



Frequency and type of adverse drug reactions

Amended wording
Serious Adverse Events (SAE) and non serious Adverse Drug Reactions (ADR) will be
collected.
Safety endpoints will include:


Incidence of serious adverse events of pneumonia during the study



Time to first serious adverse event of pneumonia



Deaths due to serious events of pneumonia



Incidence and type of serious adverse events

Incidence and type of adverse drug reactions
The incidence of the serious adverse event of pneumonia for each treatment group is
defined as the proportion of subjects in that group who have experienced at least one
serious adverse event of pneumonia during the study period.
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8. DATA ANALYSIS AND STATISTICAL CONSIDERATIONS
8.1 Hypotheses
Added additional Text
All events of pneumonia meeting the definition of a serious adverse event per protocol
with an onset during the study period will be reported , i.e. SAEs of pneumonia are
collected proactively and checked retrospectively for each patient for the entire duration
of the study.
. The serious adverse events of pneumonia will be collected on the eCRF and reported
based on the preferred terms selected a priori from the MedDRA dictionary to define
pneumonia events.
The incidence of the serious adverse event of pneumonia for each treatment group is
defined as the proportion of subjects in that group who have experienced at least one
serious adverse event of pneumonia during the study period
8.3 Data Analysis Considerations
8.3.1 Analysis Populations
Original wording
The analysis of safety data will be performed on the ITT population
Amended wording
The analysis of safety data, including the analysis of the serious adverse events of
pneumonia, will be performed on the ITT population.
8.3..2.2 Other Comparisons of Interest
Safety Endpoints
Original wording
Serious Adverse Events (SAE) and non-serious Adverse Drug Reactions (ADR) will be
collected.
Safety endpoints will include:


Incidence of serious adverse events of pneumonia during the study



Frequency and type of serious adverse events



Frequency and type of adverse drug reactions
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Amended wording
Serious Adverse Events (SAE) and non-serious Adverse Drug Reactions (ADR) will be
collected.
Safety endpoints will include:


Incidence of serious adverse events of pneumonia during the study



Time to first serious adverse event of pneumonia



Deaths due to serious events of pneumonia



Incidence and type of serious adverse events



Incidence and type of adverse drug reactions

The incidence of any given adverse event (SAE or ADR) for each treatment group is
defined as the proportion of subjects in that group who have experienced at least one such
adverse event during the study period
The incidence of the serious adverse event of pneumonia for each treatment group is
defined as the proportion of subjects in that group who have experienced at least one
serious adverse event of pneumonia during the study period
8.3.5.2.2 Serious Adverse Events of Pneumonia
Original Wording
No formal statistical analysis is planned to analyze the serious adverse events of
pneumonia data due to low event rate and lack of statistical power for this study.
The data on serious pneumonia will be summarized by treatment group using MedDRA
preferred terms based on intent-to-treat principle, as outline below:
 Incidence of serious adverse events of pneumonia on FF/VI compared to standard of
care


Incidence of serious adverse events of pneumonia compared to those continuing an
ICS



Incidence of serious adverse events of pneumonia compared to those continuing
FP/salmeterol. This comparison will be provided for the subgroup of subjects who
enter the study on FP/salmeterol therapy.



The overall treatment comparison on the incidence of serious adverse events of
pneumonia observed during the study will be based on the intent-to-treat population.
Summaries of serious adverse events of pneumonia will also be provided by
randomization stratification based on baseline asthma therapy (ICS, ICS/LABA)

Full details of the analysis of the data will be defined in the reporting and analysis plan.
This will contain sensitivity analyses to assess the impact of switching treatments during
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Amended Wording
No formal statistical analysis is planned to analyze the safety endpoints related to the
serious adverse events of pneumonia data due to low event rate and lack of statistical
power for this study.
The incidence of serious adverse events of pneumonia during the study, time to first
serious adverse event of pneumonia by month (30 days) starting on randomization date,
and deaths due to pneumonia will be summarized and tabulated by treatment group.
The safety endpoints related to theserious pneumonia will be summarized by treatment
group using MedDRA preferred terms based on intent-to-treat principle, as outline below:
 FF/VI compared to standard of care


FF/VI compared to those continuing an ICS



FF/VI compared to those continuing FP/salmeterol. This comparison will be
provided for the subgroup of subjects who enter the study on FP/salmeterol therapy.



The overall treatment comparison on the incidence of serious adverse events of
pneumonia observed during the study will be based on the intent-to-treat population.

The detailed profile for each subject reporting a serious adverse event of pneumonia will
be provided taking into account the dose at time of onset as well as the dose or doses
prior to onset.
Summaries of serious adverse events of pneumonia will also be provided by
randomization stratification based on baseline asthma therapy (ICS, ICS/LABA)
Full details of the analysis of the data will be defined in the reporting and analysis plan.
This will contain sensitivity analyses to assess the impact of switching treatments during
the course of the study.
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Appendix 4: Genetics Research
There is increasing evidence that an individual's genetic background (i.e., genotype) may
impact the pharmacokinetics (absorption, distribution, metabolism, and elimination),
pharmacodynamics (relationship between concentrations and pharmacologic effects or
the time course of pharmacologic effects) and/or clinical outcome (in terms of efficacy
and/or safety and tolerability). Further, the contribution of genetically defined disease
subtypes may impact the variability in drug response and hence influence the outcomes
of a clinical study. Thus, the application of exploratory genetics research may improve
understanding of the influence of disease subtype on clinical study outcomes and provide
a better understanding of disease that could be applied to define future clinical study
design and treatment.
Genetic data may help inform identification of additional biomarkers related to response
to therapy.
Some reported examples of genetic associations with medicine safety/adverse events and
efficacy are included below:
Drug

Disease

abacavir

HIV
[Hetherington, 2
002; Mallal,
2002;
Mallal, 2008]

Carbamazepine

Seizure, Bipolar
disorders &
Analgesia
[Chung, 2010;
Ferrell, 2009]

Genetic
marker

Outcome
Carriage of the HLA-B*57:01 variant has been
shown to increase a patient's risk for
hypersensitivity to abacavir. Prospective HLAB*57:01 screening and exclusion of HLAB*57:01 positive patients from abacavir
treatment significantly decreased the
incidence of abacavir hypersensitivity.
Treatment guidelines and abacavir product
labeling in the United States and Europe now
recommend (US) or require (EU) prospective
HLA-B*57:01 screening prior to initiation of
abacavir to reduce the incidence of abacavir
hypersensitivity. HLA-B*57:01 screening
should supplement but must never replace
clinical risk management strategies for
abacavir hypersensitivity.
Independent studies indicated that patients of
East Asian ancestry who carry HLA-B*15:02
are at higher risk of Stevens-Johnson
Syndrome and toxic epidermal necrolysis.
Regulators, including the US FDA and the
Taiwanese FDA, have updated the
carbamazepine drug label to indicate that
screening is justified in patients with ancestry
in populations in which HLA-B*1502 may be
present.

HLA-B
(Human
Leukocyte
Antigen
B)*57:01

HLAB*15:02
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Drug

Disease

Irinotecan

Cancer
[Innocenti, 2004;
Liu, 2008;
Schulz, 2009]

Corticosteroid
s

Asthma
[Tantisira et al.,
2011]

Genetic
marker
UGT1A1*28

Outcome

GLCCI1

Variation (C->T, rs37972 ) in the 5’ region of
the GLCCI1 start site (1473 bp away from
ATG) is associated (pooled p value=0.0007)
with ∆FEV1 over several months (primary
study 16 months; four follow-up studies over
one or two months) of inhaled corticosteroid
therapy (budesonide, triamcinolone,
fluticasone and flunisolide). Overall, the mean
increase in FEV1 in treated subjects who were
homozygous for the variant allele was a third
for similarly treated patients homozygous for
the wild-type allele. Subjects who were CC
homozygotes were about 2.5 times as likely to
have a response in the lowest quartile
compared to those who were TT homozygotes
(OR=2.36; 95% CI=1.27-4.41). rs37972
accounts for an estimated 6.6% of the overall
response variability.

Variations in the UGT1A1 gene can influence
a patient’s ability to break down irinotecan,
which can lead to increased blood levels of the
drug and a higher risk of side effects. A dose
of irinotecan that is safe for one patient with a
particular UGT1A1 gene variation might be too
high for another patient without this variation,
raising the risk of certain side-effects that
include neutropenia following initiation of
Irinotecan treatment. The irinotecan drug
label indicates that individuals who are
homozygous for UGT1A1*28 allele are at
increased risk of neutropenia. A genetic blood
test (Invader UGT1A1 molecular assay) is
available that can detect variations in the
gene.

A key component to successful genetics research is the collection of samples during the
conduct of clinical studies.
Collection of whole blood samples, even when no a priori hypothesis has been identified,
may enable genetic analysis to be conducted and may lead to improved understanding of
the disease, drug response and study outcomes. Genetic data may help inform
identification of additional biomarkers related to response to therapy.
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The objective of the genetics research is to investigate the relationship between genetic
variants and response to fluticasone furoate and vilanterol (FF/VI), or the standard of care
respiratory treatment regimens used in this study. This will be performed in the context of
further clinical phenotypic characterization of asthma. If at any time it appears there is
potential variability of drug response in this clinical study or in a series of clinical studies
with FF/VI or with standard of care, the following objectives may be investigated – the
relationship between genetic variants and study treatment with respect to:


Safety and/or tolerability



Efficacy

Further, genetic research may investigate a possible relationship between genetic
variation and additional clinical/genomic biomarkers and asthma, severity or disease
progression as well as co-morbidities. Improved disease understanding will aid in the
interpretation of the clinical study outcomes with respect to drug efficacy and or side
effects.
Study Population
Any subject who is enrolled in the clinical study, can participate in genetic research. Any
subject who has received an allogeneic bone marrow transplant must be excluded from
the genetics research.
Subject participation in the genetic research is voluntary and refusal to participate will
not indicate withdrawal from the clinical study or result in any penalty or loss of benefits
to which the subject would otherwise be entitled.
Study Assessments and Procedures
Blood samples can be taken for Deoxyribonucleic acid (DNA) extraction and used in
genetic assessments.
A whole blood sample (~10ml) will be collected for the genetics research using a tube
containing EDTA.
The genetic sample is labelled (or “coded”) with a study specific number that can be
traced or linked back to the subject by the investigator or site staff. Coded samples do
not carry personal identifiers (such as name or social security number). The blood
sample is taken on a single occasion unless a duplicate sample is required due to inability
to utilize the original sample. It is recommended that the blood sample be taken at the
earliest opportunity once informed consent for genetics research has been provided, but
may be taken at any time while the subject is participating in the clinical study.
The DNA extracted from the blood sample may be subjected to sample quality control
analysis. This analysis will involve the genotyping of genetic markers to confirm the
integrity of individual samples. If inconsistencies are noted in the analysis, then those
samples may be destroyed. Approximately half of the DNA will be given to our
collaborators, the Salford Royal Foundation NHS Trust.
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Samples will be stored securely and may be kept for up to 20 years after the last subject
completes the study or GSK may destroy the samples sooner. GSK or those working
with GSK (for example, the Salford Royal Foundation NHS Trust) may use samples
collected from the study at any point during the storage period but only for the purpose
stated in this protocol and in the informed consent form. Subjects can request their
sample to be destroyed at any time.
Subject Withdrawal from Study
If a subject who has consented to participate in genetics research and has had a sample
taken for genetics research withdraws from the clinical study for any reason other than
lost to follow-up, the subject will be given the following options:


Retain the sample for genetics research



Destroy the genetics sample

If a subject withdraws consent from genetics research or requests sample destruction for
any reason, the GP/Investigator must complete the appropriate documentation to request
sample destruction within the timeframe specified by GSK and maintain the
documentation in the site study records.
Genetic Analyses
Specific sections of DNA may be selected from areas of the genome (e.g., candidate
genes) known to encode the drug target, mechanism pathways, drug metabolizing
enzymes, areas associated with mechanisms underlying adverse events, and those linked
to study disease or related co-morbid conditions and, thus, possibly linked to study
outcomes, treatment response, disease susceptibility, severity or progression.
In addition, continuing research may identify other enzymes, transporters, proteins or
receptors that may be involved in response to FF/VI or disease predisposition. The genes
that code for these proteins may also be studied and could aid interpretation of the
clinical study outcomes. Sequencing of the genes, which is the highest resolution
analysis possible, may also be undertaken. For example, there may be a DNA variant
underneath the glucocorticoid receptor binding site that prevents the attachment of the
receptor protein to the target DNA. The result will be ineffective downstream gene
transcription resulting in corticosteroid resistance (perhaps with FP more than FF). These
polymorphisms may only be detected by direct sequencing of targeted regions and may
be missed by the genome scans (see below).
Genome-wide association scans involving a large number of polymorphic markers (e.g.,
single nucleotide polymorphisms) at defined locations in the genome, often correlated
with a candidate gene, may be studied to determine the relationship between genetic
variants and treatment response. This approach is often employed when a definitive
candidate gene(s) does not exist and/or the potential genetic effects are not well
understood.
If applicable and genetic research is conducted, appropriate statistical analysis methods
will be used to evaluate the data in the context of the other clinical data, clinical and/or
genomic biomarkers or the scientific literature. Results of the genetic investigations will
112

2011N129785_02

CONFIDENTIAL
HZA115150

be reported either as part of the main clinical study report or as a separate report. Results
of the genetic investigations may be published. Endpoints of interest from all
comparisons will be descriptively and/or graphically summarized as appropriate to the
data.
A detailed description of the analysis to be performed will be documented in the study
reporting and analysis plan (RAP) analysis plan or in a separate genetic RAP, as
appropriate
Informed Consent
Subjects who do not wish to participate in the genetic research may still participate in the
clinical study. Genetic informed consent must be obtained prior to any blood being taken
for genetic research.
Provision of Study Results and Confidentiality of Subject’s Genetics Data
GSK may summarize the genetic research results in the clinical study report, or
separately, or may publish the results in scientific journals.
GSK may share genetic research results with other scientists to further understanding of
the study treatments or disease and related diseases. GSK does not inform the
GP/Investigator, subject, or anyone else (e.g., family members, primary care physicians,
insurers, or employers) of the genetic research results that are not known to be relevant to
the subject’s medical care at the time of the study, unless required by law. This is due to
the fact that the information generated from genetic studies is generally preliminary in
nature, and therefore the significance and scientific validity of the results are
undetermined.
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