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1. INTRODUCTION 

The aim of Study 213306 is to assess critical errors, overall errors, training/teaching time, 
ease-of-use, willingness to continue and preference attributes of the ELLIPTA dry 
powder inhaler compared with the BREEZHALER dry powder inhalers, in adult 
participants with mild to moderate asthma. 
 
The purpose of this SAP is to describe the planned analyses to be included in the Clinical 
Study Report (CSR) for Study 213306. Details of the planned final analysis are provided. 
 
Descriptive study population analyses such as summary of demography and baseline 
characteristics and additional detail with regards to data handling conventions and the 
specification of data displays will be provided in the Output and Programming 
Specification (OPS) document. 

1.1. Objectives, Estimands and Endpoints 

1.1.1. Objectives and Endpoints 

Table 1 Objectives and endpoints 
 
Primary objective Endpoint 

To compare the proportion of 
participants who make at least one 
critical error after reading the section on 
inhaler use in the patient information 
leaflets (PILs) for ELLIPTA and 
BREEZHALER inhalers. 

Participants who make at least one 
critical error after reading the section on 
inhaler use in the patient information 
leaflets (PILs). 
 

Secondary Objectives Endpoints 

To compare the proportion of 
participants who still make at least one 
critical error after receiving further 
instruction from the Healthcare 
Professional (HCP) for ELLIPTA and 
BREEZHALER inhalers. 

Participants who still make at least one 
critical error after receiving further 
instruction (up to 3) from the HCP. 

  

To compare the proportion of overall 
errors made by the participants after 
reading the PIL, and if necessary, with 
additional instruction from the HCP for 
ELLIPTA and BREEZHALER inhalers. 

• Participants who make at least one 
overall error after reading the PIL(s). 

• Participants who still make at least 
one overall error after receiving 
further instruction (up to 3) from the 
HCP. 
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T o s u m m ari z e t h e n u m b er of err ors 

( criti c al a n d o v er all) m a d e o n e a c h 
i n h al er, wit h or wit h o ut f urt h er H C P 
i nstr u cti o n. 

N u m b er of err ors m a d e aft er r e a di n g t h e 

PI L(s), a n d, if n e c ess ar y, aft er r e c ei vi n g 
f urt h er i nstr u cti o n fr o m t h e H C P.  

T o c o m p ar e t h e pr o p orti o n of 
p arti ci p a nts t h at r e q uir e f urt h er 
i nstr u cti o n fr o m t h e H C P t o d e m o nstr at e 
c orr e ct i n h al er us e f or E L LI P T A a n d 
B R E E Z H A L E R i n h al ers.  

R e q uiri n g f urt h er i nstr u cti o n fr o m t h e 
H C P t o d e m o nstr at e c orr e ct i n h al er us e.  

T o c o m p ar e t h e Tr ai ni n g/ T e a c hi n g Ti m e 

r e q uir e d t o d e m o nstr at e c orr e ct i n h al er 
us e f or E L LI P T A a n d B R E E Z H A L E R 
i n h al ers. 

•  T h e a m o u nt of ti m e t a k e n t o 

d e m o nstr at e i n h al er us e wit h o ut 
H C P i nt er v e nti o n ( T 1).  

•  T h e a m o u nt of ti m e t a k e n t o b e 
gi v e n i nstr u cti o n b y t h e H C P ( u p t o 
3 ti m es) o n us e of t h e i n h al er a n d t o 
d e m o nstr at e i n h al er us e ( T 2).  

•  T h e t ot al a m o u nt of ti m e t a k e n t o 
d e m o nstr at e i n h al er us e ( T 1 + T 2).  

 

T o c o m p ar e e as e -of -us e f or E L LI P T A 
a n d B R E E Z H A L E R i n h al ers.  

 

E as e -of -us e fr o m q u esti o n n air e. T his 
will b e gr o u p e d as e as y

or diffi c ult 
 T h e v ari a bl es will 

i n cl u d e: 

•  E as e of us e r ati n g  

•  T elli n g h o w m a n y d os es ar e l eft 
i n i n h al er 

•  L e ar ni n g h o w t o us e t h e i n h al er  

•  H a n dli n g t h e i n h al er  

•  Pr e p ari n g t h e i n h al er  

•  H ol di n g t h e i n h al er w hil e usi n g 
it. 

 

T o s u m m ari z e e as e -of -us e f or E L LI P T A 
a n d B R E E Z H A L E R i n h al ers.  

E as e -of -us e fr o m q u esti o n n air e 
 

). T h e v ari a bl es will i n cl u d e t h e: 

•  E as e of us e r ati n g  

•  T elli n g h o w m a n y d os es ar e l eft 
i n I n h al er  

•  L e ar ni n g h o w t o us e t h e i n h al er  

•  H a n dli n g t h e i n h al er  

C CI

C CI

C CI

C CI

C CI C CI
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•  Pr e p ari n g t h e i n h al er  

•  H ol di n g t h e i n h al er w hil e usi n g 
it. 

T o c o m p ar e t h e willi n g n ess t o c o nti n u e 
wit h t h e E L LI P T A a n d/ or 
B R E E Z H A L E R i n h al er.  

Willi n g n ess t o c o nti n u e wit h t h e i n h al er 
usi n g a vis u al a n al o g u e s c al e ( V A S) 
b et w e e n 0 t o 1 0 0 

. 

 

T o c o m p ar e pr ef er e n c e attri b ut es f or 
E L LI P T A a n d B R E E Z H A L E R i n h al ers.  

I n h al er pr ef er e n c e fr o m q u esti o n n air e 
( E L LI P T A, B R E E Z H A L E R or n o 
pr ef er e n c e). T h e v ari a bl e s will i n cl u d e:  

•  Pr ef err e d i n h al er, o v er all.  

•  N u m b er of st e ps t o t a k e t h e 

m e di c ati o n  

•  Ti m e n e e d e d t o t a k e t h e 
m e di c ati o n  

•  H o w e as y t h e i n h al er is t o us e  

•  Si z e of t h e i n h al er  

•  C o mf ort of t h e m o ut h pi e c e  

•  E as e of o p e ni n g t h e i n h al er.  

S af et y   

T o  e v al u at e t h e s af et y of t h e E L LI P T A 

d e vi c e a n d t h e B R E E Z H A L E R d e vi c e.  

I n ci d e n c e of a d v ers e d e vi c e eff e cts 

( A D Es)/s eri o us a d v ers e e v e nts 
( S A Es)/s eri o us a d v ers e d e vi c e eff e cts 
( S A D Es). 

 

1. 1. 2.  E sti m a n d s  

T h e pri m ar y esti m a n d is t h e o d ds r ati o b et w e e n t h e E L LI P T A i n h al er a n d t h e 
B R E E Z H A L E R i n h al er i n p arti ci p a nts wit h mil d t o m o d er at e ast h m a w h o m a k e at l e ast 
o n e criti c al err or w hil e d e m o nstr ati n g us e of t h e i n h al er aft er r e a di n g t h e PI L( s) b as e d o n 
p arti ci p a nts w h o w er e a bl e t o att e m pt t o d e m o nstr at e t h e us e of b ot h  i n h al ers. 

T h e pri m ar y esti m a n d c o nsists of t h e f oll o wi n g attri b ut es:  
•  I n h al er c o m p aris o n: E L LI P T A or B R E E Z H A L E R i n h al er. 

 
•  P o p ul ati o n: p arti ci p a nts wit h mil d t o m o d er at e ast h m a di a g n osis w h o att e m pt 

d e m o nstr ati o n of b ot h i n h al ers.  
 

•  V ari a bl e:  p arti ci p a nts  w h o m a k e at l e ast o n e  criti c al err or  aft er r e a di n g t h e s e cti o n 
o n i n h al er us e i n t h e PI L ( wit h o ut f urt h er i nstr u cti o n).   

 

C CI

C CI
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• Population-summary measure: The odds ratio between the ELLIPTA and 
BREEZHALER inhalers. 

 
• Intercurrent event: Not attempting demonstration of the inhaler (ELLIPTA or 

BREEZHALER). This is addressed in the population attribute (principal stratum 
strategy). 

 
A principal stratum strategy will be used to address the intercurrent event for participants 
who do not attempt demonstration of the inhaler (ELLIPTA or BREEZHALER). This 
means all participants randomized will fall into exactly one of the following four strata:  
 

1. S00: Stratum of randomized participants who attempt inhaler demonstration 
(ELLIPTA and BREEZHALER) independent of period. 

2. S01: Stratum of randomized participants who attempt the demonstration of the 
BREEZHALER inhaler and do not attempt demonstration of the ELLIPTA 
inhaler independent of period. 

3. S10: Stratum of randomized participants who attempt the demonstration of the 
ELLIPTA inhaler and do not complete demonstration of the BREEZHALER 
inhaler independent of period. 

4. S11: Stratum of randomized participants who do not attempt inhaler 
demonstration (ELLIPTA and BREEZHALER) independent of period. 

Comparisons made between the ELLIPTA and BREEZHALER inhaler will be based on 
those who fall in the S00 stratum. 

All secondary estimands will use the same population, inhaler comparison and strategy 
for the intercurrent event as for the primary estimand. Secondary estimands for the 
proportion of participants who still make at least one critical error after receiving further 
HCP instruction, the proportion of participants who make at least one overall error after 
reading the PIL(s) and the proportion of participants who make at least one overall error 
after receiving further HCP instruction will use the same summary measure as for the 
primary estimand. Training/teaching time will be summarized using median time for each 
inhaler. 

Each study primary and secondary objective is presented in Table 2 with additional 
information, including pre-specified estimands with related attributes. 
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Table 2 Estimands 
 
The following two attributes apply to all estimands listed in the table below: 

• Inhaler comparison: ELLIPTA inhaler vs BREEZHALER inhaler 
• Population: participants with mild to moderate asthma diagnosis who attempt demonstration of both inhalers (principal stratum 

strategy). 
 

Objective 
 
 

Estimand 
Category  

Estimand   
Variable/ 
Endpoint Intercurrent Event Strategy 

Population Level 
Summary Measure 

Primary Objective:  
To compare the 
proportion of participants 
who make at least one 
critical error after reading 
the section on inhaler use 
in the patient information 
leaflets (PILs) for 
ELLIPTA and 
BREEZHALER inhalers. 

Primary  Participants who make at 
least one critical error after 
reading the section on 
inhaler use in the patient 
information leaflets 
(PILs). 

Not attempting demonstration of 
the inhaler (ELLIPTA or 
BREEZHALER). 
 
 

Odds ratio between 
ELLIPTA and 
BREEZHALER. 

Sensitivity  As for primary. As for primary. 

Secondary Objective:  
To compare the 
proportion of participants 
who still make at least 
one critical error after 
receiving further 
instruction from the 

Secondary 1 Participants who still make 
at least one critical error 
after receiving further 
instruction (up to 3) from 
the HCP. 

As for primary. As for primary. 
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Objective 
 
 

Estimand 
Category  

Estimand   
Variable/ 
Endpoint Intercurrent Event Strategy 

Population Level 
Summary Measure 

Healthcare Professional 
(HCP) for ELLIPTA and 
BREEZHALER inhalers 
Secondary Objective:  
To compare the 
proportion of overall 
errors made by the 
participants after reading 
the PIL, and if necessary, 
with additional 
instruction from the HCP 
for ELLIPTA and 
BREEZHALER inhalers. 

Secondary 2 a) Participants who make 
at least one overall 
error after reading the 
PIL(s). 

 
b) Participants who still 

make at least one 
overall error after 
receiving further 
instruction (up to 3) 
from the HCP. 

As for primary. a) and b) will be 
summarised as for 
primary. 

Secondary Objective: 
To summarize the 
number of errors (critical 
and overall) made on 
each inhaler, with or 
without further HCP 
instruction. 

Secondary 3 Number of errors made 
after reading the PIL(s), 
and, if necessary, after 
receiving further 
instruction from the HCP. 

As for primary. The number of critical 
errors and overall 
errors made for each 
inhaler (ELLIPTA and 
BREEZHALER) by 
instruction (0, 1, 2, 3). 
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Objective 
 
 

Estimand 
Category  

Estimand   
Variable/ 
Endpoint Intercurrent Event Strategy 

Population Level 
Summary Measure 

Secondary Objective: 
To compare the 
proportion of participants 
that require further 
instruction from the HCP 
to demonstrate correct 
inhaler use for ELLIPTA 
and BREEZHALER 
inhalers. 

Secondary 4 Requiring further 
instruction from the HCP 
to demonstrate correct 
inhaler use. 

As for primary. The number and 
percentage of 
participants who 
require further 
instruction from the 
HCP will be 
summarized for each 
inhaler (ELLIPTA and 
BREEZHALER). A 
McNemar’s test will 
be used to compare 
ELLIPTA vs. 
BREEZHALER. 

Secondary Objective:  
To compare the 
Training/Teaching Time 
required to demonstrate 
correct inhaler use for 
ELLIPTA and 
BREEZHALER inhalers. 

Secondary 5 a) The amount of time 
taken to demonstrate 
inhaler use without 
HCP intervention (T1).  
 

b) The amount of time 
taken to be given 
instruction by the HCP 
(up to 3 times) on use 
of the inhaler and to 
demonstrate inhaler 
use (T2). 

 

As for primary. a) Median time to 
demonstrate 
inhaler use for 
each inhaler 
(ELLIPTA and 
BREEZHALER). 
 

b) and c) will be 
summarised as for a). 
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O bj e cti v e  
 
 

Esti m a n d 
C at e g o r y  

Esti m a n d    
V a ri a bl e/  
E n d p oi nt  I nt e r c u r r e nt E v e nt St r at e g y  

P o p ul ati o n L e v el 
S u m m a r y M e as u r e  

c)  T h e t ot al a m o u nt of 
ti m e t a k e n t o 
d e m o nstr at e i n h al er 
us e ( T 1 + T 2).  

 
S e c o n d a r y O bj e cti v e:   
T o c o m p ar e e as e -of -us e 
f or E L LI P T A a n d 
B R E E Z H A L E R i n h al ers.  

S e c o n d ar y 6  E as e -of -us e fr o m 
q u esti o n n air e. T his will b e 
gr o u p e d as e as y 

or diffi c ult 

 T h e v ari a bl es 
will i n cl u d e:  

a)  E as e of us e r ati n g  

b)  T elli n g h o w m a n y 
d os es ar e l eft i n 

i n h al er 
c)  L e ar ni n g h o w t o 

us e t h e i n h al er  
d)  H a n dli n g t h e 

i n h al er 
e)  Pr e p ari n g t h e 

i n h al er 
f) H ol di n g t h e i n h al er 

w hil e usi n g it.  
 

As f or pri m ar y . T h e n u m b er a n d 
p er c e nt a g e of 
p arti ci p a nts w h o r at e 
t h e i n h al er e as y t o us e 
s u m m aris e d f or e a c h 
i n h al er ( E L LI P T A a n d 
B R E E Z H A L E R). A  
M c N e m ar’s t est will 
b e p erf or m e d  t o 
c o m p ar e E L LI P T A vs. 
B R E E Z H A L E R . T his 
will b e p erf o rm e d f or 
v ari a bl es  a) t o f).  

C CI

C CI

C CI

C CI
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O bj e cti v e  
 
 

Esti m a n d 
C at e g o r y  

Esti m a n d    
V a ri a bl e/  
E n d p oi nt  I nt e r c u r r e nt E v e nt St r at e g y  

P o p ul ati o n L e v el 
S u m m a r y M e as u r e  

T o s u m m ari z e e as e -of -
us e f or E L LI P T A a n d 
B R E E Z H A L E R i n h al ers  

S e c o n d ar y 7  E as e -of -us e fr o m 
q u esti o n n air e

 T h e 
v ari a bl es  will i n cl u d e t h e:  

a)  E as e of us e r ati n g  
b)  T elli n g h o w m a n y 

d os es ar e l eft i n 
i n h al er 

c)  L e ar ni n g h o w t o 
us e t h e i n h al er  

d)  H a n dli n g t h e 
i n h al er 

e)  Pr e p ari n g t h e 
i n h al er 

f) H ol di n g t h e i n h al er 
w hil e usi n g it.  

As f or pri m ar y . T h e n u m b er a n d 
p er c e nt a g e of 
p arti ci p a nts w h o r at e 
t h e i n h al er f or e a c h 
c at e g or y  f or e a c h 
i n h al er ( E L LI P T A a n d 
B R E E Z H A L E R).  T his 
will b e p erf or m e d f or 
v ari a bl es a) t o f).  

S e c o n d a r y O bj e cti v e:   
T o c o m p ar e t h e 
willi n g n ess t o c o nti n u e 
wit h t h e E L LI P T A 
a n d/ or B R E E Z H A L E R 
i n h al er. 

S e c o n d ar y 8  Willi n g n ess t o c o nti n u e 
wit h t h e i n h al er usi n g a 
vis u al a n al o g u e s c al e 
( V A S) b et w e e n 0

 t o 1 0 0
 

As f or pri m ar y . T h e m e a n a n d 
st a n d ar d d e vi ati o n f or 
willi n g n ess t o 
c o nti n u e wit h t h e 
i n h al er will b e 
pr es e nt e d f or e a c h 
i n h al er ( E L LI P T A a n d 
B R E E Z H A L E R) . A t -
t est will b e p erf or m e d 

C CI

C CI

C CI

C CI

C CI C CI

C CI
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Objective 
 
 

Estimand 
Category  

Estimand   
Variable/ 
Endpoint Intercurrent Event Strategy 

Population Level 
Summary Measure 
to compare ELLIPTA 
vs. BREEZHALER. 

Secondary Objective:  
To compare preference 
attributes for ELLIPTA 
and BREEZHALER 
inhalers. 

Secondary 9 Inhaler preference from 
questionnaire (ELLIPTA, 
BREEZHALER or no 
preference). The variables 
will include: 

a) Preferred inhaler, 
overall.  

b) Number of steps to 
take the medication 

c) Time needed to 
take the medication 

d) How easy the 
inhaler is to use 

e) Size of the inhaler 
f) Comfort of the 

mouthpiece 
g) Ease of opening 

the inhaler. 

As for primary. The number and 
percentage of 
participants who 
prefer the respective 
inhaler overall 
(ELLIPTA, 
BREEZHALER or no 
preference). A 
Prescott’s test will be 
performed to compare 
ELLIPTA vs. 
BREEZHALER. This 
will be performed for 
variables a) to g). 
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1.2. Study Design 

Overview of Study Design and Key Features 

 
Design 
Features 

• This is a randomized, multi-centre, open label, placebo inhaler-handling 
study with a 2x2 complete block crossover design to study critical errors, 
overall errors, training/teaching time, ease-of-use and willingness to 
continue and preference attributes of two dry powder inhalers:  
ELLIPTA and BREEZHALER. 

• Each participant will be randomized to one of the four groups: ELLIPTA 
followed by BREEZHALER or BREEZHALER followed by ELLIPTA 
and further refined by assignment of the preference questionnaire version 
(i.e. version 1 or 2). 

• The study involves two visits which can be completed on the same day. 
Visit 1 may be completed up to 30 days after visit 0. 

• A participant is considered to have completed study treatment if 
demonstration of both inhalers has been completed on Day 1 (Visit 1). 

• A participant is considered to have completed the study if all assessments 
have been completed on Day 1 (Visit 1). 

• Period 1 is complete once demonstration has been completed on the first 
inhaler after reading the PIL (or receiving up to 3 further HCP 
instructions), after completing the “Ease of Use” questionnaire and after 
completing the “Willingness to Continue” question. 

• Period 2 is complete once demonstration has been completed on the 
second inhaler after reading the PIL (or receiving up to 3 further HCP 
instructions), after completing the “Ease of Use” questionnaire and after 
completing the “Willingness to Continue” question. 

• Participants may take up to a 30-minute break between period 1 and 
period 2. 
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Overview of Study Design and Key Features 
• Participants may take up to a 30-minute break after period 2 prior to 

completion of the preference questionnaire. 
• A participant may withdraw from the study at any time at his/her own 

request or may be withdrawn at any time at the discretion of the 
investigator for safety, behavioural, or compliance reasons.  

Study 
intervention 

• This is a placebo inhaler device study. Participants will receive both 
inhalers (ELLIPTA and BREEZHALER) on day 1 (Visit 1). 

• Discontinuation of study intervention corresponds to withdrawal from 
the study since each inhaler is only available on a single day. 

• If a participant withdraws during the interval between screening (V0) 
and Visit 1, there are no assessments that would need to be completed 
following withdrawal. A participant can also withdraw following 
randomization. In such cases, the participant may be asked to provide the 
reason for discontinuation which needs to be documented. 

Study 
intervention 
Assignment 

• This study will randomly assign 114 adult asthma participants aged ≥18 
years with mild to moderate asthma, naïve to both DPI inhalers 
(ELLIPTA and BREEZHALER). Each participant will be randomized to 
inhaler sequence (ELLIPTA/BREEZHALER or 
BREEZHALER/ELLIPTA) and to the preference questionnaire (version 
1 or version 2). There will be a total of four possible groups: 

o ELLIPTA/BREEZHALER/preference questionnaire version 1 
o ELLIPTA/BREEZHALER/preference questionnaire version 2 
o BREEZHALER/ELLIPTA/preference questionnaire version 1 
o BREEZHALER/ELLIPTA/preference questionnaire version 2 

 
• The randomisation schedule will be generated using the GSK validated 

randomisation software RandAll NG. Eligible participants will be 
assigned to study treatment randomly using RAMOS NG, an Interactive 
Web Response System (IWRS). 

Interim 
Analysis 

No interim analysis of data is planned for this study. 
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2. STATISTICAL HYPOTHESES  

The primary purpose of this study is to assess the number of critical errors (defined as an error 
that is most likely to result in no or significantly reduced medication being inhaled) made by 
asthma participants, after they have read the patient information leaflet(s) (PIL) for each inhaler. 
This is a superiority study. 
 
The primary estimand is the odds ratio between the ELLIPTA and BREEZHALER inhaler in 
participants with mild to moderate asthma who make at least one critical error while 
demonstrating use of the inhaler after reading the PIL(s) based on participants who were able to 
attempt to demonstrate the use of both inhalers. 

The null hypothesis is that there is no difference in the proportion of participants who make at 
least one critical error on the ELLIPTA inhaler compared with the BREEZHALER inhaler: 

H0: PELLIPTA=PBREEZHALER 

The alternative hypothesis is that there is a difference in the proportion of participants who make 
at least one critical error on the ELLIPTA inhaler compared with the BREEZHALER inhaler: 

H1: PELLIPTA≠PBREEZHALER 

This comparison will be tested at the two-sided 5% significance level. 
 

2.1. Multiplicity Adjustment 

No multiplicity adjustments will be made for this study. 
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3. ANALYSIS SETS 

Analysis Set Definition / Criteria Analyses Evaluated 
Screened  • All participants who were screened for 

eligibility and signed the ICF. 
• Screening status and 

reasons for screen 
failures 

Enrolled • All participants enrolled and for whom 
a record exists on the study database. 

• Study population 

Randomised  
 

• All participants who were randomly 
assigned to study intervention in the 
study. 

• Any participant who receives a 
randomisation number will be 
considered to have been randomised. 

• Study population 

Full Analysis Set 
(FAS) 

• All randomised participants who used 
at least one study inhaler. 

• Data will be reported according to the 
randomised study intervention. 

• Study population 
• Safety 

Safety • All randomised participants who used 
at least one study inhaler. 

• Data will be reported according to the 
study intervention actually received. 

• Safety 

Modified 
intention-to-treat 
(mITT)  

• All participants who were randomised 
to study intervention in the study, 
completed reading of the PIL and 
attempted demonstration of both 
inhalers. 

• Data will be reported according to the 
randomised study intervention. 

• Efficacy 

 

For CDISC purposes, the modified intention-to-treat (mITT) analysis set refers to the 
performance evaluable analysis set as defined within the protocol. 

 

4. STATISTICAL ANALYSES 

4.1. General Considerations 

4.1.1. General Methodology 

The full analysis set (FAS) will be used for all Study Population analyses and Safety analyses, 
the mITT analysis set will be used for all Efficacy analyses and the Safety analysis set will be 
used to summarise Adverse Device Effects and Serious Adverse Device Effects. 
Confidence intervals will use 95% confidence levels unless otherwise specified.  
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Unless otherwise specified, continuous data will be summarized using descriptive statistics: n, 
mean, standard deviation (SD), median, minimum and maximum. Categorical data will be 
summarized as the number and percentage of participants in each category. 
 

4.1.2. Baseline Definition 

Baseline is defined as the latest non-missing measurement collected prior to demonstrating 
inhaler use on the first inhaler (i.e. before period 1). This will generally be on the beginning of 
the Day 1 (Visit 1) assessment. 
Unless otherwise stated, if baseline data is missing no derivation will be performed and baseline 
will be set to missing. 
 
4.1.2.1. Time taken to demonstrate correct use of the inhaler 
Time taken to correctly use each inhaler within the respective period (1 and 2) will be recorded 
as follows: 

• T0: the time taken from when the participant starts to read the relevant sections of the PIL 
until they complete the reading and are ready to start demonstration of the inhaler. 

• T1: the time from when the participant starts the demonstration of the inhaler after 
reading the PIL until they have completed demonstration of inhaler use. 

• T2: the time from when the investigator starts to instruct the participant until correct use 
is demonstrated (up to a maximum of 3 attempts). 

o T2 includes the time used by the investigator for re-instructing the participants 
throughout. 

o Note, where correct use of the inhaler is not demonstrated after the fourth attempt, 
T2 will be calculated from when the investigator starts to instruct the participant 
until the fourth attempt has been completed. 

• T1 + T2: the time from when the participant starts the demonstration until correct use is 
demonstrated (a total of 4 attempts - once after the reading the PIL and following 
instruction from investigator up to 3 times). 

4.2. Primary Endpoint Analyses 

4.2.1. Definition of endpoint 

The primary endpoint is participants who make at least one critical error after reading the section 
on inhaler use in the patient information leaflets (PILs). 
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4.2.2. Main analytical approach 

Comparisons made between the ELLIPTA and BREEZHALER inhaler will be based on those 
who fall in the S00 stratum. For the full definition of the primary estimand, see section 1.1. 

The comparison of ELLIPTA with BREEZHALER will be summarized by an odds ratio. The 
proportion of participants who make at least one critical error in each inhaler will be analysed 
using an exact conditional logistic regression model with participant as fixed strata with inhaler, 
and period as fixed effects. To account for very small or zero frequency counts, an exact test has 
been specified. In case of period effects, period has been included in the model as a fixed effect 
(Mehta, et al., 1995). The odds ratio of ELLIPTA relative to BREEZHALER together with the 
95% confidence interval and two-sided p-value will also be presented. 
 
Superiority will be declared based on a significance level at the two-sided 5% level. 
 
Residual vs. Fitted plots will be generated to help assess the constant variance assumption. 
Deviance and Pearson goodness of fit statistics from the model will be examined to help assess 
the null hypothesis that the model is an adequate fit to the data. 

 

4.2.3. Sensitivity analyses 

The analysis for the primary estimand incorporates covariates that are time varying; a feature of 
a conditional logistic model. Therefore, a sensitivity analysis for the primary estimand will be 
performed including age and sex as additional baseline covariates. 

A sensitivity analysis will be performed using a generalised mixed effects model with a binomial 
family and log link with a random effect for participant ID and inhaler, period, age and sex as 
fixed effects. An unstructured variance-covariance matrix will be used. Residual vs. Fitted plots 
will be generated to help assess the constant variance assumption. 

 

4.3. Secondary Estimands Analyses 

4.3.1. Secondary endpoint(s) 

Estimands for the secondary variables will use the same inhaler comparison, population and 
strategy for the intercurrent event as for the primary estimand (see section 1.1.2). This means the 
estimated treatment effect comparing the ELLIPTA inhaler to the BREEZHALER inhaler will be 
based on the stratum of participants who were able to attempt demonstration on both inhalers 
(S00). All comparisons will be made at the two-sided 5% significance level. 



C O N FI D E N TI A L  
  2 1 3 3 0 6  
 

2 2  

4. 3. 1. 1.  D efi niti o n of e n d p oi nt( s)  

T h e s e c o n d ar y e n d p oi nt s  f or a n al ysis ar e:  

•  P arti ci p a nts w h o still m a k e a t l e ast o n e criti c al err or aft er r e c ei vi n g f urt h er i nstr u cti o n ( u p 
t o 3) fr o m t h e H C P. 

•  P arti ci p a nts w h o m a k e at l e ast o n e o v er all err or aft er r e a di n g t h e PI L(s).  
•  P arti ci p a nts w h o still m a k e at l e ast o n e o v er all err or aft er r e c ei vi n g f urt h er i nstr u cti o n ( u p  

t o 3) fr o m t h e H C P. 
•  T h e a m o u nt of ti m e t a k e n t o d e m o nstr at e i n h al er us e wit h o ut H C P i nt er v e nti o n ( T 1).  
•  T h e a m o u nt of ti m e t a k e n t o b e gi v e n i nstr u cti o n b y t h e H C P ( u p t o 3 ti m e s) o n us e of t h e 

i n h al er a n d t o d e m o nstr at e i n h al er us e ( T 2). 
•  T h e t ot al a m o u nt  of ti m e t a k e n t o d e m o nstr at e  c orr e ct  i n h al er us e ( T 1 + T 2). 
•  R e q uiri n g f urt h er i nstr u cti o n fr o m t h e H C P t o d e m o nstr at e c orr e ct i n h al er u s e . 
•  E as e -of -us e fr o m e as e -of -us e q u esti o n n air e ( e as y or diffi c ult).  
•  Willi n g n ess t o c o nti n u e wit h t h e i n h al er usi n g a vis u al a n al o g u e s c al e ( V A S) b et w e e n 0 

t o 1 0 0  
•  I n h al er pr ef er e n c e fr o m q u esti o n n air e ( E L LI P T A, B R E E Z H A L E R or n o pr ef er e n c e).  

4. 3. 1. 2.  Criti c al err or aft er r e a di n g t h e PI L( s)  

P arti ci p a nts  m a y  r e c ei v e f urt h er i nstr u cti o n ( m a xi m u m of 3)  if a ny  err or w as m a d e aft er r e a di n g 
t h e PI L. F or t h e e n d p oi nt of parti ci p a nts w h o still m a k e at l e ast o n e criti c al  err or aft er r e c ei vi n g 
f urt h er i nstr u cti o n ( u p t o 3) fr o m t h e H C P: 
 

a)  T h e v ari a bl e f or att e m pt 2 is  p arti ci p a nts  m a ki n g at l e ast o n e  criti c al err or  aft er r e c ei vi n g 
t h e first i nstr u cti o n fr o m t h e H C P ( att e m pt 2). T h e d e n o mi n at or will i n cl u d e all 
p arti ci p a nts w h o f all i n t h e S 0 0  str at u m. P arti ci p a nts w h o d o n ot r e c ei v e t h e first H C P 
i nstr u cti o n ar e ass u m e d t o h a v e z er o criti c al err ors. 

b)  T h e v ari a bl e f or att e m pt 3 is p arti ci p a nts  m a ki n g at l e ast o n e  criti c al err or  aft er r e c ei vi n g 
t h e s e c o n d  i nstr u cti o n fr o m t h e H C P ( att e m pt 3). T h e d e n o mi n at or will i n cl u d e all 
p arti ci p a nts w h o f all i n t h e S 0 0  str at u m. P arti ci p a nts w h o d o n ot r e c ei v e t h e s e c o n d H C P 
i nstr u cti o n ar e ass u m e d t o h a v e z er o criti c al err ors. 

c)  T h e v ari a bl e f or att e m pt 4 is p arti ci p a nts  m a ki n g at l e ast o n e  criti c al err or  aft er r e c ei vi n g 
t h e t hir d i nstr u cti o n fr o m t h e H C P ( att e m pt 4). T h e d e n o mi n at or will i n cl u d e all 
p arti ci p a nts w h o f a ll i n t h e S0 0  str at u m. P arti ci p a nts w h o d o n ot r e c ei v e t h e t hir d H C P 
i nstr u cti o n ar e ass u m e d t o h a v e z er o criti c al err ors. 

T h e p o p ul ati o n -s u m m ar y m e as ur e  f or a)-c ) is th e o d ds  r ati o of p arti ci p a nts m a ki n g at l e ast o n e 
criti c al err or b et w e e n t h e E L LI P T A a n d B R E E Z H A L E R i n h al ers. T h e a n al ysis m et h o d will b e 
t h e s a m e as f or t h e pri m ar y e n d p oi nt. 

N ot e: T his m o d el will o nl y b e fitt e d if t h er e is s uffi ci e nt d at a, ot h er wis e s u m m ar y st a ti sti cs will 
b e pr es e nt e d.  

 

C CI C CI
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4.3.1.3. Overall errors 

For the endpoint of participants who make at least one overall error after reading the PIL 
(attempt 1), the population-summary measure will be the odds ratio between the ELLIPTA and 
BREEZHALER inhalers. The analysis method will be the same as for the primary endpoint. 
 
The population-summary measure and analysis method defined above for participants who make 
at least one overall error after reading the PIL will be performed for the endpoint of participants 
who still make at least one overall error after receiving further instruction (up to 3) from the 
HCP. Participants may receive up to three further instructions if any error was made after reading 
the PIL. 

a) For participants who make at least one overall error after receiving the first instruction 
from the HCP (attempt 2), the denominator will include all participants who fall in the 
S00 stratum. Participants who do not receive the first instruction by the HCP are assumed 
to have zero overall errors. 
 

b) For participants who make at least one overall error after the second instruction from the 
HCP (attempt 3), the denominator for those that require a second further instruction will 
include all participants who fall in the S00 stratum. Participants who do not receive the 
second HCP instruction are assumed to have zero overall errors. 
 

c) For participants who make at least one overall error after the third instruction from the 
HCP (attempt 4), the denominator for those that require a third further instruction will 
include all participants who fall in the S00 stratum. Participants who do not receive the 
third HCP instruction are assumed to have zero overall errors. 

Note: the model will only be fitted where further instruction is required provided there is 
sufficient data, otherwise summary statistics will be presented. 
 
4.3.1.4. Requiring further instruction 

For the endpoint of requiring further instruction from the HCP to demonstrate correct inhaler 
use, the variable is participants who do or do not require further instruction from the HCP. 
Participants who require ≥1 instructions from the HCP (maximum of 3) will be considered as 
requiring further instruction. The population-summary measure is the number and percentage of 
participants who do or do not require further instruction from the HCP. To compare the 
proportion of requiring further instruction on the ELLIPTA inhaler vs. requiring further 
instruction on the BREEZHALER inhaler, a McNemar’s test will be performed. 

 

4.3.1.5. Training/teaching time 

The population-summary measure for teaching/training time is the median time to demonstrate 
inhaler use. The median time will be taken from the Kaplan-Meier model. Additionally, the 
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m e a n ( S D), m e di a n, mi ni m u m a n d m a xi m u m will als o b e pr es e nt e d f or p arti ci p a nts w h o 
d e m o nstr at e c orr e ct i n h al er us e.  

 

a)  T 1: t h e a m o u nt of ti m e t a k e n t o c orr e ctl y  d e m o nstr at e i n h al er us e wit h o ut H C P 
i nt er v e nti o n. P arti ci p a nts w h o f ail t o d e m o nstr at e t h e c orr e ct us e will b e c e ns or e d at t h e 
e n d of T 1 , h a vi n g c o m pl et e d d e m o nstr ati o n of t h e first att e m pt. 

 

b)  T 2: t h e a m o u nt of ti m e t a k e n t o b e gi v e n i nstr u cti o n b y t h e H C P ( u p t o 3 ti m es) o n us e of 
t h e i n h al er a n d t o d e m o n str at e i n h al er us e. P arti ci p a nts  w h o d e m o nstr a te c orr e ct us e aft er 
r e a di n g t h e PI L ( a n d t h er ef or e d o n ot r e q uir e f urt h er i nstr u cti o n) will b e c o nsi d e r e d as 
d e m o nstr ati n g c orr e ct us e at T 2 a n d ti m e t a k e n t o d e m o nstr at e c orr e ct us e will e q u al t o 0 

mi n ut es.  P arti ci p a nts w h o f ail t o d e m o nstr at e t h e c orr e ct us e will b e c e ns or e d at t h e e n d 
of T 2, aft er c o m pl eti n g t h e f o urt h att e m pt . 
 

c)  T h e t ot al a m o u nt of ti m e  t a k e n t o d e m o nstr at e c orr e ct i n h al er us e u ntil c orr e ct 
d e m o nstr ati o n is o bs er v e d  is c al c ul at e d b y: T 1 + T 2.  K a pl a n -M ei er s ur vi v or f u n cti o ns of 
T 1 + T 2 will b e o bt ai n e d f or e a c h i n h al er gr o u p a n d pl ott e d o n t h e s a m e fi g ur e.  

 

4. 3. 1. 6.  E a s e -of -u s e q u e sti o n n air e  ( e a s y v s. diffi c ult) 

T h e e as e -of -us e r ati n g fr o m t h e e as e -of -us e q u esti o n n air e will b e r at e d b y p arti ci p a nts as:
 T h es e r ati n gs will b e gr o u p e d i nt o e as y

or diffi c ult  a n d a M c N e m ar’s t e st will b e p erf or m e d  
t o t est w h et h er t h e e as e-of -us e w as e as y or diffi c ult. T h e p o p ul ati o n -s u m m ar y m e as ur e is t h e 
n u m b er a n d p er c e nt a g e of p arti ci p a nts w h o r at e t h e i n h al er e as y t o us e.  
 
T h e p o p ul ati o n -m e as ur e s u m m ar y d efi n e d a b o v e  f or e as e-of -us e  will b e t h e s a m e f or t h e 
f oll o wi n g v ari a bl es as i n di c at e d b y t h e e as e -of -us e  q u esti o n n air e r at e d b y p arti ci p a nts : 

a)  T elli n g h o w m a n y d os es ar e l eft i n i n h al er . 
b)  L e ar ni n g h o w t o us e t h e i n h al er . 
c)  H a n dli n g t h e i n h al er . 
d)  Pr e p ari n g t h e i n h al er . 
e)  H ol di n g  t h e i n h al er w hil e usi n g it. 

 

4. 3. 1. 7.  Willi n g n e s s t o c o nti n u e wit h t h e i n h al er  

Willi n g n ess t o c o nti n u e wit h t h e i n h al er will b e m e as ur e d o n a V A S s c al e b et w e e n 0 
 t o 1 0 0  T h e diff er e n c e i n m e a ns b et w e e n t h e E L LI P T A a n d 

B R E E Z H A L E R i n h al er will b e pr es e nt e d wit h 9 5 % CIs a n d a c o m p aris o n m a d e b et w e e n t h e 
i n h al ers ( E L LI P T A vs. B R E E Z H A L E R) usi n g a p air e d t -t est. T h e m e a n , st a n d ar d d e vi ati o n , 
mi ni m u m a n d m a xi m u m  will als o b e pr es e nt e d f or e a c h i n h al er . Hist o gr a ms a n d Q Q pl ot s  will 
b e g e n er at e d t o ass ess t h e n or m alit y ass u m pti o n.   
 

C CI

C CI

C CI

C CI

C CI

C CIC CI

C CI
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4. 3. 1. 8.  Pr ef er e n c e q u e sti o n n air e  

F or t h e e n d p oi nt of p arti ci p a nts w h o e x pr ess e d a pr ef er e n c e o n attri b ut es fr o m t h e pr ef er e n c e 
q u esti o n n air e , t h e p o p ul ati o n s u m m ary m e as ur e is t h e n u m b er a n d p er c e nt a g e of p arti ci p a nts 
w h o pr ef er t h e r es p e cti v e i n h al er o v er all ( E L LI P T A, B R E E Z H A L E R or n o pr ef er e n c e).  A 
c o m p aris o n will b e m a d e b et w e e n t h e i n h al ers ( E L LI P T A vs. B R E E Z H A L E R) usi n g Pr es c ott’s 
t est, w h er e p arti ci p a nts w h o sel e ct “ n o pr ef er e n c e ” i n cl u d e d as u ni nf or m ati v e.  T his a n al ysis will 
b e p erf or m e d f or t h e f oll o wi n g v ari a bl es as i n di c at e d b y t h e p arti ci p a nt’s pr ef er e n c e:  

a)  Pr ef err e d i n h al er, o v er all.  
b)  Pr ef er e n c e b as e d o n t h e n u m b er of st e ps t o t a k e t h e m e di c ati o n.  
c)  Pr ef er e n c e b as e d o n t h e ti m e n e e d e d t o t a k e t h e m e di c ati o n.  
d)  Pr ef er e n c e b as e d o n h o w e as y t h e i n h al er is t o us e.  
e)  Pr ef er e n c e b as e d o n t h e si z e of t h e i n h al er.  
f) Pr ef er e n c e b as e d o n t h e c o mf ort of t h e m o ut h pi e c e.  
g)  Pr ef er e n c e b as e d o n t h e e as e of o p e ni n g t h e i n h al er. 

4. 3. 2.  Ot h er  E n d p oi nt( s)  A n al y s e s  

Ot h er e n d p oi nt s will b e s u m m aris e d d es cri pti v el y a n d  b as e d o n t h e mI T T  a n al ysis s et. 
C at e g ori c al d at a will b e s u m m ari z e d as t h e n u m b er a n d p er c e nt a g e of p arti ci p a nts i n e a c h i n h al er 
gr o u p ( E L LI P T A or B R E E Z H A L E R) . 

 

4. 3. 2. 1.  D efi n iti o n of e n d p oi nt( s) 

Ot h er e n d p oi nt s ar e:  

•  N u m b er of err ors ( criti c al a n d o v er all) m a d e aft er r e a di n g t h e PI L(s), a n d, if n e c ess ar y, 
aft er r e c ei vi n g f urt h er i nstr u cti o n fr o m t h e H C P.  

•  E as e -of -us e fr o m q u esti o n n air e  
 

4. 3. 2. 2.  N u m b er of err or s m a d e  

T h e n u m b er  a n d p er c e nt a g e  of p arti ci p a nts w h o m a k e at l e ast o n e criti c al err or will b e pr es e nt e d 
b y s e q u e n c e ( E L LI P T A/ B R E E Z H A L E R or B R E E Z H A L E R/ E L LI P T A) wit hi n e a c h p eri o d a n d 
o v er all f or e a c h i n h al er ( E L LI P T A a n d B R E E Z H A L E R), b y i nstr u cti o n : 

•  0 : aft er r e a di n g t h e PI L, 
•  1 : f oll o wi n g t h e first i nstr u cti o n,  
•  2 : f oll o wi n g t h e s e c o n d i nstr u cti o n, 
•  3 : f oll o wi n g t h e t hir d ( a n d fi n al) i nstr u cti o n. 

 
T h e n u m b er  a n d p er c e nt a g e  of p arti ci p a nts w h o m a k e at l e ast o n e o v er all  err or will b e pr es e nt e d 
i n t h e s a m e w a y as t h os e w h o m a k e at l e ast o n e criti c al err or. 
 

C CI
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  2 1 3 3 0 6  
 

2 6  

I n a d diti o n, th e t ot al n u m b er of criti c al err ors a n d o v er all err ors m a d e will als o b e pr es e nt e d b y 
i nstr u cti o n f or e a c h in h al er . 
 

4. 3. 2. 3.  E a s e -of -u s e q u e sti o n n air e  

T h e n u m b er a n d p er c e nt a g e of p arti ci p a nts w h o r at e t h e e as e of usi n g t h e i n h al er as
will b e pr es e nt e d f or e a c h e as e -of -us e attri b ut e wit hi n t h e 

q u esti o n n air e:  

•  E as e of usi n g t h e i n h al er  
•  T elli n g h o w m a n y d os es ar e l eft i n i n h al er  
•  L e ar ni n g h o w t o us e t h e i n h al er  
•  H a n dli n g t h e i n h al er  
•  Pr e p ari n g t h e i n h al er  
•  H ol di n g  t h e i n h al er w hil e usi n g it 

 

All m o d el c h e c ki n g st atisti cs will b e ass ess e d b ut n ot f or m all y r e p ort e d i n a t a bl e,  li sti n g or 
fi g ur e. 
 

4. 4.  S af et y A n al y s e s  

T h e s af et y a n al ys es will b e b as e d o n t h e  S af et y  A n al ysis S et  f or all A d v ers e D e vi c e Eff e cts . As 
t hi s is a pl a c e b o o nl y i n h al er st u d y a n d n o a cti v e dr u g is b ei n g pr es cri b e d, s u m m ari es a n d 
li sti n gs f or all ot h er s af et y a n al ys es will b e  pr es e nt e d f or all p arti ci p a nts c o m bi n e d b as e d o n t h e 
F ull A n al ysis S et.  

4. 4. 1.  E xt e nt of E x p o s ur e  

T his i s a o n e -d a y  i n h al er-h a n dli n g  st u d y i n w hi c h all p arti ci p a nts will r e c ei v e pl a c e b o.  

4. 4. 2.  S e ri o u s A d v e r s e E v e nt s  a n d Ot h er S af et y R e p orti n g  

R e p orti n g  of s af et y  a n al ys es  i n cl u des  t h e a n al ysis of a d v ers e d e vi c e e ffe c ts ( AD Es), S eri o us A Es 
( S A Es), S eri o us A D Es ( S A D Es) a n d ot h er si g nifi c a nt A D Es will b e b as e d o n G S K C or e D at a 
St a n d ar ds.  

A d v ers e e v e nts ( A Es) will n ot b e r e p ort e d f or t his st u d y. I nst e a d, A D E s will b e c a pt ur e d usi n g 
t h e st a n d ar d C DI S C A E e C R F i n c o nj u n cti o n wit h t h e M e di c al D e vi c e D efi ci e n c y e C R F. A n 
A D E is d efi n e d as a n A E f or w hi c h t h e i n v esti g at or cl assifi es t h e r el ati o ns hi p t o M e di c al D e vi c e 
D efi ci e n c y  f or a n o n-s eri o us a d v ers e e v e nt as “ Y e s ” , w h er e t h e st art d at e of t h e A E o c c urs o n t h e 
s a m e d at e as t h e d e vi c e d efi ci e n c y.  

A d v ers e e v e nts  t o i d e ntif y A D Es will b e c o d e d usi n g t h e st a n d ar d M e di c al Di cti o n ar y f or 
R e g ul at or y Aff airs ( M e d D R A  di cti o n ar y) , wit h t h e m a xi m u m s e v erit y of e a c h A E d et e r mi n e d b y 

C CI

C CI
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the investigator (as mild, moderate or severe). A Standardised MedDRA Query (SMQ) will be 
used to identify all COVID-19 AEs. 

An overview summary of ADEs, including counts and percentages of participants with any ADE 
and ADEs leading to discontinuation of the study inhaler (and therefore withdrawal from the 
study) will be produced. The summary tables will be displayed by SOC and PT. 

The number and percentage of participants experiencing at least one ADE during the study, in 
which the medical device is used, will be summarised by each inhaler separately. Additionally, 
summaries of the number and percentage of participants with any ADEs by maximum severity 
will be produced. If an adverse event severity is missing, the severity is to be populated as 
“UNKNOWN”. 

The frequency and percentage of ADEs will be summarized and displayed in two ways:  
1) in descending order by SOC and PT and 2) in descending order by PT only. 

Common ADEs, defined as ≥3% (prior to rounding) in any inhaler group, will be reported. The 
summary table will be displayed by PT only. 

A worst-case scenario approach will be taken to handle missing relatedness data, i.e. the 
summary table will include events with the relationship to study inhaler as “Yes” or missing. The 
summary table will be displayed by SOC and PT. 

The number and percentage of participants experiencing at least one SAE during the study will 
be summarised. 

The number and percentage of participants experiencing at least one SADE during the study, in 
which the medical device is used, will be summarised by each inhaler separately. 

Listings will be presented separately for SAEs and SADEs. All SAEs, SAEs related to study 
treatment, fatal SAEs, fatal SAEs related to study treatment, all SADEs, fatal SADEs, and fatal 
SADEs will be produced. In addition, fatal and non-fatal SAEs, and, fatal and non-fatal SADEs 
will be reported separately.  

A study treatment-related SAE is defined as an SAE for which the investigator classifies the 
relationship to study treatment (i.e. placebo) as “Yes”. A worst-case scenario approach will be 
taken to handle missing data, i.e. the summary table will include events with the relationship to 
study treatment as “Yes” or missing. The summary tables will be displayed by SOC and PT. 

An SADE is defined as an SAE for which the investigator classifies the relationship to Medical 
Device Deficiency for a serious adverse event as “Yes”. A worst-case scenario approach will be 
taken to handle missing data, i.e. the summary table will include events with the relationship to 
study treatment as “Yes” or missing. The summary tables will be displayed by SOC and PT. 

The incidence of AEs and SAEs (Fatal and Non-Fatal) of COVID-19, COVID-19 AEs leading to 
study inhaler discontinuation, COVID-19 AEs leading to study withdrawal, and COVID-19 AEs 
by maximum severity, will be obtained from the standard AE and SAE summaries. 
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4.4.2.1. Impact of COVID-19 Pandemic on Adverse Event Reporting 

The number of participants with probable, suspected or confirmed COVID-19 infection will be 
reported. This display will also summarise the number of participants with a COVID-19 
diagnosis test performed and the number of participants with positive, negative, or indeterminate 
results. 

Additionally, a listing of COVID-19 assessments and symptoms for participants with COVID-19 
AEs will be generated. 

4.4.2.2. Cardiovascular Events and Deaths (All Causes) 

Cardiovascular events and deaths (all causes) will be captured on targeted CV event eCRF pages 
for the following SAEs: 

• Arrhythmias 
• Congestive heart failure 
• Cerebrovascular events/stroke and transient ischemic attack 
• Deep venous thrombosis/pulmonary embolism 
• Myocardial infarction/unstable angina 
• Peripheral arterial thromboembolism 
• Pulmonary hypertension 
• Revascularization 
• Valvulopathy 
• Death (all causes) 

Separate patient profiles will be provided of participants for one or more of the above listed 
events. 

4.5. Other Analyses 

4.5.1. Subgroup analyses 

No Subgroup analyses are planned for this study. 

4.6. Interim Analyses 

No interim analysis of data is planned for this study. 

 

4.7. Changes to Protocol Defined Analyses 

Changes from the originally planned statistical analysis specified in the protocol [(Dated: 05-
JAN-2021)] are detailed in Table 3: 
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Table 3 Changes to Protocol Defined Analysis Plan 

Protocol Defined 
Analysis 

SAP Defined Analysis Rationale for Changes 

• Performance 
evaluable 
analysis set 

• Modified intention-
to-treat (mITT) 

• The definition of the two analyses in 
the protocol and SAP are the same. 
The terminology has been updated in 
the SAP to “mITT” for the purpose of 
producing the programming outputs; 
more accurately aligned with current 
CDISC standards. 

 

5. SAMPLE SIZE DETERMINATION 

A total of 114 participants will be randomly assigned to study intervention such that 
approximately 114 evaluable participants complete the study.  

The sample size for a 2x2 crossover study is based on the formula presented by (Chow, 
2008) and (Lui, 2016). To calculate the conditional odds ratio (via McNemar’s) the 
proportion of participants who have discordant pairs (those who had at least one critical error 
in one inhaler but not the other) was determined based on expert advice.  A panel of 5 experts 
was convened to consider the evidence from previous studies of similar design [(van der 
Palen J, 2016), (van der Palen J, 2018)] and with consideration given to observational studies 
in the literature [ (Khassawneh BY, 2008), (Melani AS, 2011), (Arora P, 2014), (Chorão P, 
2014), (Takaku Y, 2017), (Ocakli B, 2018)]. A consensus view of the likely error rates that 
would be observed with the ELLIPTA and BREEZHALER devices was subsequently 
reached.  

A consensus was reached that the proportion of participants who make a critical error in the 
ELLIPTA inhaler and not on the BREEZHALER inhaler would be 6% and the proportion of 
patients who make a critical error in the BREEZHALER inhaler and not on the ELLIPTA 
inhaler would be 20%. 

Based on the discordant proportions, an odds ratio of 0.3 was calculated and a standard 
deviation on the log odds ratio scale of 2.785 was calculated based on GSK study 200301 
(van der Palen J, 2016). Based on these estimates and a two-sided Type I error rate of 5%, a 
total of 114 participants are required to provide 90% power. No withdrawals are expected 
based on previous similarly designed studies. No correlation between periods is assumed and 
no carry over effect is assumed based on previous evidence (van der Palen J, 2013). 
Moreover, both inhalers will contain placebo and participants may have up to a 30-minute 
break after demonstrating the first inhaler. 
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6. SUPPORTING DOCUMENTATION 

6.1. Appendix 1 Abbreviations and Trademarks 

6.1.1. List of Abbreviations 

Abbreviation Description 
ADE Adverse device effect 
AE Adverse Event 
CDISC Clinical Data Interchange Standards Consortium 
CI Confidence Interval 
COVID-19 Coronavirus Disease-2019 
CSR Clinical Study Report 
eCRF Electronic Case Record Form 
FAS Full analysis set 
GSK GlaxoSmithKline 
mITT Modified Intention-to-Treat 
OPS Output and Programming Specification  
SAP Statistical Analysis Plan 
SAE Serious adverse event 
SADE Serious adverse device effect 
VAS Visual Analogue Scale 

 

6.1.2. Trademarks 

Trademarks of the GlaxoSmithKline 
Group of Companies 

 Trademarks not owned by the 
GlaxoSmithKline Group of Companies 

ELLIPTA  SAS 
  BREEZHALER 
   WinNolin 
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