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AMENDMENT HISTORY

Date (version)

Brief description of change

16" March 2021
(V2.0)

Included text on decision following the second blinded sample size reassessment

(section 1.3.1.3).
9
N

In order to support the integrated summary of safety analyses, the total daily nl;:?éo

of puffs of randomized treatment, grouped by actual treatment received and bagsd on

the safety analysis set will be displayed in summaries of exposure (see sectio} 6.2.3).
g

In order to support the integrated summary of safety analyses, additi &.}.adverse

events summary tables will now be reported with incidence rates/&@nt rates, as

appropriate (see section 6.2.6.1). ;\\'O

0
>
In order to support the integrated summary of safety, sunmiaries of adverse events and
serious adverse events will be reported within subgr0)§s pecified in section 6.2.8.2.
9
Clarification added to section 6.2.7.11 for exp,l@ory endpoints of night-time

awakenings and asthma symptom seqre. (_(b
NE)
N

28" July 2021
(V3.0)

Added the COVID-19 estimand. Qﬂ Q\
O R
O Q‘b

Added supportive analysis @e gnary endpoint where the data collected following
the onset of a COVID—I%’B%Iat& dverse event or dose interruption are excluded from
the analysis. O

O &

g

Derivation of stratifj(@n factors for patients aged 4 to 11 years added.

N

&

Detailed met}i@logy for handling duplicate patients.

Clariﬁed’&w the analyses populations will be used when making treatment group
compgiisons in sections 2.1, 6.2.5 and 6.2.7.

L
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1. STUDY DETAILS
)
. . N
1.1 Study objectives .\\o‘b
1.1.1 Primary objective Q}QQ
Primary objective: Primary endpoint: 0(}
To demonstrate the contribution of budesonide Dual-primary endpoints: S\VJ
and albuterol in BDA MDI 80/180 ug and ®  Change from baseline in FEV, A’L@g hours
160/180 ug administered QID by comparing with over 12 weeks {\t'o\
mono-components (BD MDI 160 ug, AS MDI 180 o <
. ®  Change from baseline in troWh FEV at
ug) and placebo on lung function
Week 12 L
(@)
N\
;\\'O
- ©
1.1.2 Secondary objective R\
\
Secondary objective: Secondary endpoint: (b{\j
To characterize the effect of BDA MDI 80/180 ug o The time tq Q\Set (defined as 15% increase in
and 160/180 nug administered QID on FEV; oy\@ the pre-treatment value on Day 1),
bronchodilation and asthma symptoms compared Aand,@ztion of response on Day 1
h BD MDI 160 ug, AS .
to the mono-components (. HE C)Q Niifber (%) of subjects who have an Asthma
MDI 180 ug) and placebo O~ @ntrol Questionnaire-7 (ACQ-7) score of >1.5
((/Q ;\\'O at baseline who achieve a clinically meaningful
c’} . (\,{b improvement (a decrease of at least 0.5 units
Qv . \(§ from baseline) in ACQ-7 at Week 12
Og/ (hS> o Trough FEV; at Week 1
N
O
AN
g
1.1.3  Safety objective &rb\
Safety objective: ﬁ\ Safety endpoints:
To evaluate the safety and tole@ﬁlity of BDA e Adverse events (AE) / serious adverse events
MDI 80/180 ug and 160/1 8@ administered QID (SAE)
compared to BD MDI (I‘gl}%g) and AS MDI (180 e Vital signs (i.e., heart rate, blood pressure only)
“g) b\o e Clinical chemistry and hematology parameters
\(o@ e  FElectrocardiogram (ECG)
N
@
O
O
\{\
<
é\\)
X
Q)Q
$
@)
60
R
&‘Q\
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1.14 Exploratory objective

e  Trough FEV;at individual time points QO

o FEV; AUCy¢s hours at individual time0ints

e Peak change from baseline FEV;_\@ay 1 and
Day 7 <

e Mormning and evening PEF é

o Use of Ventolin theraws’qvgafponse to asthma
symptoms Q

s _Asthma daytime/nj ?ﬁme symptoms

o  Asthma Comra@uestionaire—j (ACQ-5) and
responder aﬂ}lysis at Week 12

. Asthmq\\g%lity of Life Questionnaire +12 for

A2 y@s and older (AQLQ+12)/Pediatric

Q A@na Quality of Life Questionnaire (PAQLQ)
()C) &nge Jfrom baseline at Week 12
O
NI

1.2 Study design Q?‘

This is a 12-week, randomized, douﬁ{g lﬁ\?d placebo-controlled, multicenter, parallel group,

Phase ITI study. The purpose of this stfdl¥ is to compare 2 dose levels of BDA MDI compared
fo its constitute components BD M and AS MDI on improvement in lung function and
asthma symptoms after 12 weekgof treatment. The subjects for the study are adults,
adolescents, and children, a years and older, with symptomatic asthma currently being
treated with shmﬂrapid-a@ g B2-adrenoreceptor agonist (SABA; eg, Ventolin) as needed
(prn) alone or with low@se inhaled corticosteroid (ICS) maintenance therapy plus SABA
prn. Albuterol is a SABA, inducing airway smooth muscle relaxation and reducing or
preventing bronct@%onstﬂction. Albuterol has been approved in many countries in multiple

formulations f@m'eamjent or prevention of bronchoconstriction.
‘QQ)
Budesonigdp 1s a well-established anti-inflammatory corticosteroid that exhibits potent

glucocgﬁcoid and weak mineralocorticoid activity and is approved worldwide in orally
iﬂh@ formulations for the treatment of asthma and chronic obstructive pulmonary disease
as a mono-product and in combination with a long/rapid-acting B2-agonist (LABA,

%

0&01m0ter01) :
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Exploratory objective: Exploratory endpoints: Q’;\\.O
To characterize the effect of BDA MDI 80/180 ug e  Deteriorations of asthma Q\\O
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bronchodilation and asthma symptoms compared (‘f‘
to the mono-components (BD MDI 160 ug, AS Change from baseline in: ‘.00
MDI 180 ug) and placebo 5
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This study is designed to investigate the benefit of 2 dose levels of BDA MDI [PT027]
compared to its constituent components BD MDI [PT008] and AS MDI [PT007] based on
improvement in lung function and asthma symptoms after 12 weeks of treatment.

See Figure 1 for a graphical presentation of the study schema, Table 1 for a list of study o
assessments and Table 2 for timed assessments at Visit 2 through to Visit 6. ¥
9
Subjects meeting all entry criteria at the screening visit (Visit 1) will enter a 14- to 28-%a§\
screening (run-in) period. t:o\o
@Q
P

Only Sponsor-provided investigational product (IP) and Sponsor-provided Ven@’hn to be used

in response to asthma symptoms are allowed during the study. No other asthnpt medications
are allowed during the study. Q,;\\'OQ
N
During the screening (run-in) period, subjects will self-administer sin.g‘é-blind placebo
metered-dose inhaler (Placebo MDI) QID and Ventolin prn for as;.ﬁa symptoms only.
Subjects will be trained and instructed in the use of an electronig\diary (eDiary) and peak flow
meter at Visit 1 to record protocol required data into the eD‘.i\\'@? twice daily. Eligible subjects
will be randomized at Visit 2. g A ,\o‘b

A randomization schedule will be generated by@de TﬁQated statistical representative
performing statistical support for the study. @s sfedule will be prepared before the start of
the treatment period. Randomization for agjr ts\@nd adolescents will be centralized and
stratified by pre-study background thex@py @Qsisting of either ICS or non-ICS (subjects not
previously treated with ICS), by Astia @ontrol Questionnaire-7 (ACQ-7; <1.5, >1.5), and by
age (=12 to 17, 218). Children aged 411 years will not be stratified. At randomization
(Visit 2), adult and adolescent subjg&s (age >12 years) who meet the eligibility criteria will be
randomly assigned to 1 of the fol\‘t&ving 5 treatment groups in a 1:1:1:1:1 ratio:

e BDA MDI 80/180 pg @ﬁg (given as 2 actuations of BDA MDI 40/90 ug per puff)
e BDA MDI 160/ 18(&8 QID (given as 2 actuations of BDA MDI 80/90 pug per puff)
e BD MDI 160 u%Q}ID (given as 2 actuations of BD MDI 80 pg per puff)

e ASMDI 180@% QID (given as 2 actuations of AS MDI 90 pg per puff)

e Placebo é\)@l QID (given as 2 actuations)

Q0
X\
Childrenq@ged 4 to 11 will be randomized in a 1:1:1 ratio only to the lower BDA MDI QID
dosagg}As MDI QID, or placebo MDI QID.
<

X

égﬁe maximum daily dosage of randomized treatment should not exceed 12 puffs per day.
>
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The study will consist of 3 periods:

. L :\\OQ
e Screening and run-in period (14 to 28 days). . \o‘b
e 12-week treatment period. QQ\

o  Safety follow-up period: where a safety follow-up telephone contact will occur 2 weeks &
(x4 days) after the subject’s last dose of treatment (end-of-treatment [EOT]) or prem{m?e
discontinuation visit (PDV). QO

‘;O\O

The treatment duration of 12 weeks has been set for each of the subjects, as this i@gn

appropriate duration of time to evaluate lung function benefit in asthma subj eg{g.’

S

N
Dual-primary efficacy measures have been selected to demonstrate the \'rapeutic
contribution of each component of the combination to the overall br&m@hodilator efficacy:
N
e Change from baseline in FEV; AUCo. hours over 12 weekéxq}

e Change from baseline in trough FEV; at Week 12 . \OQ

X
= ’\\O(b

The end-of-study is defined as the last visit of th&st @ject undergoing the study, therefore

will occur when the last subject has completeghiris g*%er post study follow-up telephone

contact (TC). Subjects who discontinue ranééﬂni@i treatment will complete a PDV, and

AE/SAE will be followed up if medicauyégﬁg\gé‘t’ed.

Q' X
& &
O
AN
Q
&
<&
D
>
Oé'
&
O%\}
Q)b\
Q)\}(O
N
o)
\i\
@)
)
\6\
®Q
<
o
60
<&F
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Figure 1: Study design
Follow-up '\OQ
( &

ws
SV R W1 w4 W12 —— 0
Q
X
: . )
Screening & Run in Treatment Phase Follow-up 6\
R Y T T T R T P T F R R o T O?l’
14 to 28 days 12 weeks Z(V\f;k
N= 600 adult and adolescent randomized BDA MDI 160/180 pg QID @
subjects (given as 2 actuations of BDA MDI 80/90 pg per puff) + Ventolin PRN Q;\'
(120 /Treatment Arm) + <
Up-to 30 children aged 4 to 11 years (@)
randomized to low dose BDA MDI, BDA MDI 80/180 pg QID ?
{given as 2 actuations of BDA MDI 40/90 ug per puff) +Ventoikn@

BD MDI 160 pg QID N\
(given as 2 actuations of BD MDI 80 g per puff) +V§?§ulin PRN

o

AS MDI 180 pg QID
(given as 2 actuations of AS MDI 90 pg per ;@) + Ventolin PRN

AS MDI, or placebo

Run in
Placebo MDI QID +
Ventolin PRN

Abbreviations: AS MDI=albuterol metered-dose inhaler; WD@d@sonide metered-dose inhaler;
BDA MDI=budesonide/albuterol metered-dose inhaler; 1@3 u Ry Placebo MDI=placebo metered-dose inhaler; PRN=as

needed; QID=four time daily; R=randomization,; SV= ee}é@ visit; W=week.
S
v
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S
Table 1 Study Assessments and Procedures OQ
>
FaX
PDV4 __®
Screening (run-in)® Double-blind Treatment Period (if Safety Follow-up TC
applicé‘le)
- . <
Visit 1(l/la) 2 3 4 5 6 ;\\'O (2 weeks [+4 days] after
Week dto-2 0 1 4 8 12 \\(b treatment discontinuation)
G
Day
-28to -14 1 742 28+2 56+2 84
[0,
Informed consent X &
S
Eligibility criteria X X )
QA‘ <2
Routine clinical procedures r\Q
N
Medical/surgical history @) Q(b
(including any on-study X X X %@ N D" X X X
medical/surgical procedures)® A >
O &
Demography X v?. o
| 2
Physical examination/ X Q.. > X X
$
&
Concomitant medications X X @ X X X X X
N
(o
SABA reversibility tests X &
PN
Safety measurements }\(b
NI
Vital signs (HR and BP only) X QO X X X X X
12-lead ECG X ¢-0\)QX X X
Adverse events X b\< p X X X X X X X
Pregnancy test" X \}"OQ) X X X X X X
Safety laboratory assessments @Q) X X
(clinical chemistry, hematology) X
O
o
&
X
CONFIDENTIAL AND@%PRIETARY 15 of 72
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&
&
5
[a)
PDV¢ o
Screening (run-in)® Double-blind Treatment Period (if & Safety Follow-up TC
applicable) @Q
Visit* 1((U/1a) 2 3 4 5 6° % (2 weeks [+4 days] after
Week dto-2 0 1 4 8 12 (\O treatment discontinuation)
Day ,‘\\'O
-281to0 -14 1 7+2 28+2 56+2 84+2 \(b
N
Efficacy measurements \Av
. )
Spirometry (FEV )’ X §
N
ACO-5 QO X
X
ACQ-7 X X X X X o(b X X
4 2A N
AQLQO+12/PAQLQ X X O (b@ X X
Review of PEF, use of Ventolin QO <
f Ventolin P
therapy, asthma daytime/night X
time symptoms, night-time X X C} X,<\/(b X X X
awakenings due to asthma ﬂr é
symptoms! ({/ \s;\Q
Dispense/collect eDiary (AM3+) X Q- Cb(b X X
S
Review compliance with eDiary X i‘(g\'\ X X X X
3
Investigational product administration N
1P compliance X S X X X X X
Randomization XO<\
IP (dispense/collect)* d OQ%k c/d c/d o/d ¢/dn o/dn
Ventolin (collect/dispense) d b\? o/d! o/d! o/dl o/d! c c
%)
o . 2
IP administration (recorded in X NS X X X X X X
MasterScope)™ (%)
—-.
o
\Q
9
&
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O

Abbreviations: ACQ-5=Asthma Control Questionnaire-5; ACQ-7=Asthma Control Questionnaire-7; AQLQO+12= Asthma Quality of Life Questipunaire for 12 years and older;
B-hCG= 8 -human chorionic gonadotropin; BP=blood pressure; c= collect; d=dispense; eDiary=electronic diary; ECG=elecrrocardiogmm‘@ V1= forced expiratory volume in
1 second; HR=heart rate; IP=investigational product; PAQLQ=Pediatric Asthma Quality of Life Questionnaire; PDV= premature discomqﬁalion visit; PEF= peak expiratory
[flow; QID=4 times daily; SABA=short/rapid-acting 2-adrenoreceptor agonist; TC=telephone contact; V=visit _\5,@
a Repeat assessments/visits, if needed, will be captured in unscheduled visits.

)
b Screening (run-in) Period may be 14 to 28 days. Visit 1 may be split (used for repeated assessments, if needed) for the re@ﬂr assessment of SABA reversibility test, if

applicable. Q
¢ Planned end-of-treatment (EOT) will occur at Visit 0. ,‘\\'O

d Subjects whe prematurely withdraw (withdraw pre-week 12) from study treatment will undergo a PDV. \‘b

€ Details of any surgical procedures occurring during randomization and the treatment period will be also recor@f

f

g

Demonstrate reversibility at Visit 1, with an increase in FEV1 >135% relative to baseline after administrati Sponsor-provided Ventolin via central spirometry at
either Visit 1 (reversibility must be demonstrated at either Visit 1 or Visit 1a); Visit 1a will be used for re-testing, & eded; with only 1 reversibility re-test permitted prior to
randomization (Visit 2).

b A serum pregnancy test (B-hCG) will be performed at Visits | and ireatment discontinuation (EOT{& PDV; urine f-hCG test will be performed at Visits 2 and 4 (for
women of childbearing potential only). (5\

i Pre-bronchodilator (Visit 1/Visit 1a)/ Pre-dose (Visit 2 onwards) FEV1 will be measurs(kin ﬂ%@!oming between 06:00 and 10:00 AM at the designated visits in Table 1,
and within 1 hour of FEV1 measured at Visit 2. Pre-bronchodilator FEV1 of 250 to <85% pred{ed al value for adults (=18 years of age) and 250 to <90% predicted normal
value for subjects aged 4 to 17 years after withholding SABA >6 hours (at Visit 1 or Visit 1q-t-app le). If subject took SABA within 6 hours in the morning of Visit 1, either the
entire visit must be rescheduled or just PFT assessment rescheduled. At Visit I, pre- w ~ da€@ will be with respect to administration of Sponsor-provided bronchodilator

Includes evaluation of height, body mass index, and weight at Visit 1 and weight only for Visit 6 or PDV. E

(Ventolin). From Visit 2 onwards, pre- and post- dose measurements will be with resp ai istration of IP.

] The eDiary (AM3+) will be dispensed at screening. A
k All subjects will be assigned placebo during the run-in period for dosin, . \pliance to dosing should be reviewed prior to randomization.
L Ventolin usage to be reviewed at each collection/dispensing visit usi ia eplacement kit dispensed as required. The actuator should be cleaned once per week if
used in the last 7 days according to instructions. N
m IP should be taken in the morning upon waking, and then distributed eq (gy throughout the day with the final dose taken before going to sleep. The evening before clinic
visits, subjects should be advised to take the last dose at 22:00 (10:00 PM) +2 . For all on-treatment visits, IP should be administered before 10:00 AM in the clinic using
newly dispensed IP. The actuator should be cleaned once per week if used ip @¢ last 7 days according to instructions.
n IP will be dispensed at Visit 6 and PDV for performance of . FEI;&;asuremenm only, this will not be taken home by the subjects. IP dispensed at these visits will be
retained at the site following the visit and reconciled for IP accoumabi@e
D
o0
)
R
N
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S
Table 2 Timed assessments at Visit 2 through Visit 6 Q
Pre-Dose IP Dose Post-Dose (\"’J\
- ) Y

Clinical Variable 60min | -30 | omin | 5min | 15min | 30min | 45min | 60min | 120 min é%u min | 240 min | 300min | 360

mih 4 min

—
IP Collection® X2 . OQ
j &
IP Dispensing' x@ ’\\(b
IP Dosi X Nid
osing'
S
Questionnaires (10}
ACQ-5 é
xab 4\'\
ACQ-7 S
AQLa+12/PAQLQ o
AN
Review of Electronic Diary X@ Q Q
P
Vital Signs® xad o) OQ
. O
12-Lead ECG X {.&0. >
A4 A

Clinical Laboratory Testing xaf 0?" ,24'\0
Spirometry (FEV,)9 X X X Qg/x (b\) X X X X X X X X

Abbreviations: ACQ-7=Asthma Control Questionnaire 7, AQLQO+12= Asthma. ]
expiratory volume in 1 second; IP=investigational product; min=minute; PA =

Note: Time point for dosing is regarded as “‘0 minutes”. When data coll,

vital signs, ECG, clinical laboratory assessments, and spirometry.

@ This is not a timed assessment. Sites should plan to perform thgs

\}

ctivities to allow for collection of timed spirometry.

ty of Life Questionnaire for 12 years and older; ECG=electrocardiogram; FEV 1= forced

Pediatric Asthma Quality of Life Questionnaire

n time-points are concurrent, variables should be collected in the following order: Questionnaires,

b Questionnaires (ACQ-5, ACQ-7, AQLQ+12, and PAQLQ) Qrollected at all visits (except Visit 3 AQLQ+12, and PAQLQ).

¢ Vital signs should be started (approximately 5 to 10 minu

possible.

&

ahead of the specified time point to ensure spirometry will be conducted as close to the specified time points as

gollected twice, at least 5 minutes apart.

4 Pre-dose vital signs (heart rate, blood pressure) wil@}

Pre-dose ECG will be collected at Visit 2, Visit 6,@ud PDV only, or as clinically indicated

F Al clinical laboratory tests (hematology and c@misny) will be assessed approximately 60 minutes prior to dosing at Visit 6 in advance of first spirometry measurement.
Laboratory tests may be performed at all ot isits as clinically indicated.

& Every effort should be made to assess sub, oot pre-bronchodilator and post-dose FEV | at the same time throughout the study). Pre- bronchodilator FEV | will be measured in
the mornings between 06:00 and 1 0.'006%’?/1, and within 1 hour of FEV| measured at Visit 2. From Visit 2 onwards, pre- and post-dose measurements will be with respect to
administration of IP (Table 4). L
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9
5
b At the start of each treatment visit, subjects must withhold all asthma medications, including Sponsor-provided Ventolin for at least 6 hoursQsrior to start of test day
procedures. ‘:O\O
i Dispense IP to subject for at-home use following the completion of all post-dose assessments. IP will not be dispensed at Visit 6. Q)(\
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Statistical Analysis Plan Avillion

1.3 Number of subjects

Q
The target population for this study are male and female subjects > 4 years of age with a (§O
diagnosis of asthma as defined by Global Initiative for Asthma (GINA) criteria. To be eligible N
for the study they must have been taking a stable dosing of asthma therapies (prn SABA or Q}Q

stable low-dose ICS in addition to prn SABA) for at least the last 30 days prior to Visit 1. 06{\
"o

In line with the blinded sample size re-estimation (see section 1.3.1.2), the sample s1ze@?
approximately 1000 adults and adolescent subjects with asthma will be randomize ith
approximately 200 subjects per treatment group. In addition, up to 30 child suijQ& with
asthma will be enrolled but will not receive high dose ICS and will be rando iz%d 1:1:1 to
receive low-dose BDA MDI 80/180 ug QID, AS MDI 180 pg QID, or placsbo MDI.
Approximately 2000 subjects will need to be screened, assuming an est@ted screen failure
rate of 50% prior to randomization. A(b

S
Each subject must meet all the inclusion criteria and none of theo‘e(gclusion criteria for this
study. It must be noted that no study-related procedures may@ performed before the subject
has signed the Ethics Committee (EC) approved Inf&rme%‘é’onsent Form (ICF).

S
1.3.1  Sample Size Calculation Q Q‘b
1.3.1.1 Initial assumptions and estlma&é@ O
A blinded sample size re-estimation wa fgﬁfed once 44% of subjects had completed week
12. Based on the blinded estimate of, 1a§ﬂ1ty, approximately 1000 subjects are required in
order to demonstrate at least 90% p(gVe ‘@onsequently, the total randomised adult and
adolescent subjects has been increasedo 1000 in order to ensure sufficient power. This
section details the initial assumptig®s of variability prior to calculating the blinded sample size
re-estimation. Please refer to secfon 1.3.1.2 for details on the sample size and power

calculations following the bl;@ed sample size re-estimation.

Prior to the blinded san@% size re-estimation, randomization of approximately 120 subjects to
each treatment grou %\Qpected provide at least 93% probability to detect a 100 mL difference
in the change frorgbaseline in trough FEV at Week 12 for comparison of BD MDI versus
placebo MDI, gﬁA MDI versus placebo MDI, or BDA MDI versus AS MDI. This calculation
was based standard deviation of 210 mL obtained from the placebo MDI group of Study
PT00800 3and an assumed dropout rate of 10% and 15% for active and placebo treatment
groupsgespectively, prior to Week 12.

Pgder to the blinded sample size re-estimation, it was assumed that the sample size of 120
&Qﬁbj ects per treatment group would also provide >99% probability to detect a 130 mL
&Y difference in FEV1 AUCo.6 hours over 12 weeks for comparison of BDA MDI versus BD MDI
\{.\\o_, (effect sizes for AS MDI or BDA MDI versus placebo MDI should be considerably larger).
A
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This calculation assumed a 2% dropout prior to Week 1 and an effective standard deviation of
140 mL which was derived from the following: a per visit standard deviation of 200 mL

(ProAir Respiclick Studies 301 and 304 and the AS MDI Dose-Ranging Study R
DC6930C00001), a correlation between visits of 65%, and projected subject completion of ‘Z}QQ

4 out of 5 visits.

Q
Q;}\\O
Y

&
&
1.3.1.2  Results from the first blinded sample size re-estimation 5\
Following the first blinded sample size re-estimation, randomization of approximately>*00
subjects (>18 years of age) to each treatment group will provide 90% probability tg&etect a
100 mL difference in the change from baseline in trough FEV at Week 12 for Qg\sﬁparison of
BD MDI versus placebo MDI, BDA MDI versus placebo MDI, or BDA MDI>ersus AS MDL
This calculation is based on a standard deviation of 290 mL obtained fron\g@ﬁe blinded sample
size re-estimation performed after 44% of subjects completed week 12{0‘%{@(1 an estimated
overall dropout rate of 11% prior to Week 12. &A

Following the blinded sample size re-estimation, the sample sizg\(?f 200 subjects (=18 years of
age) per treatment group will also provide >99% probabilitx\'@)\ detect a 130 mL difference in
FEV1 AUCo.6 hours over 12 weeks for comparison of_@Dé\MDI versus BD MDI (effect sizes
for AS MDI or BDA MDI versus placebo MDI s@ﬂd@ considerably larger). This
calculation assumes 2% dropout prior to Wee @ané(gn effective standard deviation of 290
mL obtained from the blinded sample size jé(zstj#r?ltion performed after 44% of subjects
completed week 12. O &
X ®
Approximately 1000 adults (>18 yeﬁg/ of’é\ge) and adolescent subjects (12 - 17 years of age,
where approved) with asthma will be@%omized 1:1:1:1:1 to 1 of 5 treatment groups
(approximately 200 subjects per grQh%): BDA MDI 80/180 pg QID, BDA MDI 160/180 pg
QID, BD MDI 160 pg QID, AS 1180 pg QID, or placebo MDI). In addition, where
approved, up to 30 child sub'(s‘}s (aged 4 to 11 years) with asthma will be enrolled but will not
receive high dose ICS andOerl 1 be randomized 1:1:1 to receive low-dose BDA MDI 80/180 pg
QID, AS MDI 180 ng Qﬂ), or placebo MDI. Approximately 2000 subjects will need to be
screened, assuming afoestimated screen failure rate of approximately 50% prior to
randomization. %@?QPhase IIT study is planned to be conducted globally.

9
A second bli@%d sample size re-estimation will be performed once approximately 65% of the

revised sgiple size has completed 12 weeks and prior to the last subject being randomized.

This will*allow the re-assessment of variability in a larger sample and at a point where any

imp@é} from COVID-19 with respect to lung function variability and dropout rates can be
gamtified more accurately. Final total enrolment in the study will be confirmed following the

\}&econd blinded sample size re-calculation in order to ensure 90% power.
O

O
) 0}) Any further potential increase in sample size will be capped at 1300, a 30% increase above the
/(Q\ revised 1000 subjects.
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1.3.1.3  Results from the second blinded sample size re-estimation
Randomization of approximately 200 subjects (>18 years of age) to each treatment group will
provide 85% probability to detect a 100 mL difference in the change from baseline in trough R
FEV; at Week 12 for the comparison of BD MDI versus placebo MDI, BDA MDI versus Q}QQ
placebo MDI, or BDA MDI versus AS MDI. This calculation is based on a standard deviatiog\\
of 320 mL obtained from the blinded sample size re-estimation performed after 65% of (00
subjects completed week 12. An overall dropout rate of 7% prior to Week 12 was calc%@ed

O

.

from this data. o
Q

Q
Although the variability has slightly increased since the first blinded sample siz@‘é'stimation,
the drop-out rate is lower than originally estimated. Whilst there is still at leash80% power,

Q
Q;}\\O
Y

the sample size will not be further increased beyond 2000 subjects. ;\\'OQ

0

N
2. ANALYSIS SETS be

N

2.1 Definition of analysis sets o\(b
2.1.1 Full analysis set (é\\oﬁ\
The full analysis set (FAS) is defined as all subjecQ%vhé\?re randomized, take at least 1 puff
of randomized treatment and have at least one aopassessment. Subjects will be analyzed

according to the treatment they were assigne@) aQandomization. Additionally, data
suspected to be fraudulent will be review@onia%ase-by-case basis and may lead to exclusion
from the full analysis set. Such exclusi&~ y\@@ be fully documented and all data will be
readily available in the SDTM and @Qgﬁatasets.

For primary, secondary and explorqﬁ\é\ efficacy analyses, a subpopulation of the FAS
including patients aged 12 years older will be used to make comparisons between the
treatment groups. All efficacy gpalyses will be repeated on the FAS including all ages. Further
details are provided in Sec%& 6.

)

The efficacy and attrib@g)le estimand will include all data obtained before subjects
discontinue randon;@ed treatment, see section 6.1.1.

&
2.1.2  Safefy analysis set

The safetxoxéng)tlysis set is defined as all subjects receiving at least 1 puff of randomized
treatmsQ‘t\. Subjects will be classified based on treatment they actually received. If a subject
rece{@%s more than 1 randomized treatment, the subject will be summarized according to the
tgﬁ‘tment they received the most. All safety summaries will be based on the safety analysis
\}@et. Additionally, data suspected to be fraudulent will be reviewed on a case-by-case basis and
600 may lead to exclusion from the safety analysis set. Such exclusions will be fully documented

&\{\\0-’ and all data will be readily available in the SDTM and ADaM datasets.
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2.1.3 All patients enrolled

Q
The all patients enrolled population will be defined as all patients who provide informed (§O
consent. This patient population will be used for descriptive summaries of disposition. QQ\\O
o

2.2 Protocol deviations S

N
Important protocol deviations (IPDs) are defined as a subset of protocol deviations that mq?

significantly affect the completeness, accuracy, and/or reliability of the study data or that may
significantly affect a subject's rights, safety, or well-being. All protocol deviations assified
as important will be listed along with the full deviation term and coded term as cg\tﬁécted in the
Protocol Deviations CRF page. The important deviations will be summarised éanerms of the
number and percentage of subjects meeting the pre-defined protocol devig@n coded term as
defined in the Protocol Deviations CRF page. IPDs will be identified by\@\'e sponsor prior to
the primary database lock and unblinding of the study results. §A®\

A per protocol analysis excluding subjects with important protoq&%eviations is not planned.
However, any subjects or site activity identified or suspected te be fraudulent (e.g. subjects
who are enrolled on this clinical study more than once or &géther interventional clinical study,
subjects re-enrolling onto the study or fabricated dQ’é) \@ﬁ’ be excluded from the analysis
populations defined in section 2.1. Such instanc@gvilb%e reviewed on a case-by-case basis

. Q.
and fully documented by the Sponsor prior lding.
s

P
All subjects who failed any inclusion/e ngu)gt\aﬁ\ criteria will be listed along with details of the

failed criteria. This information will SSummarized in terms of the number and

percentage of subjects failing any of hﬁsmclusion/exclusion criteria and will be based on the
N

FAS. &Q)

o
An indication on whether prot 1 deviations are linked to COVID-19 will be recorded on the
eCREF. Incidence of COVID@ related protocol deviations will be also summarized.

Any miss-stratified patights will be identified as important protocol deviations. All patients
who are randomizecbé?ld are part of the full analysis set will be analyzed according to the

strata they were a@@cated to in IVRS/IWRS, as opposed to their actual strata.
9

N

3. Remography and Subject Characteristics Variables
X
®)

3.1 é\QDemographics

Tl}\'e@gllowing demographic characteristics will be collected at Screening.

& -

0@ e Ethnicity*
Sl
S e Race*
N
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e Sex
Q
;\\'O
* Race and/or ethnicity will be collected depending on local regulations. . \o‘b
AN
K
Additionally, age will be collected at randomization. The age group strata will be derived ‘Z}Q
based on the age at randomisation and will be categorised as ¥
9
5
e Children:>4t0 11 N
‘;O\O
e Adolescents: >12to 17 _\3@{\
<
e Adults: > 18. S
)

X
Subjects must meet the eligibility criteria, assessed during screening, to‘(& randomized to

treatment. The list of inclusion and exclusion criteria are provided i&ﬂqe protocol. Eligibility
criteria not met are collected on the eCRF. o

S

Vital signs collected at screening will include height (cm), \@ht (kg) and a derivation of
body mass index (BMI) (kg/m?), as collected in the iCRF\Q’ I will be re-calculated based on
the collected height and weight measurements regdtde \t screening to allow greater precision
compared to the BMI collected on the eCRF, hcz%s recorded to 0 decimal places. BMI
will be re-calculated as [weight (kg)]*[hei

O &
The stratification factors which are re %e@ randomization are the pre-study background
therapy (ICS, non-ICS) and the subj@et’s @QJ score at randomization (<1.5, >1.5). The
children (= 4 to 11 years) are not straty by their pre-study background therapy and ACQ-7
score in the randomization to treatra&nt, frequencies shown are for informative purposes only.
Country will also be collected a@%domization and included in the Demographics SDTM

dataset. Q
atase (OQ

&
3.2 Medical, agﬁma and smoking history

Medical (including %ﬁﬁ\gical), asthma (including exacerbations) and smoking history will be
recorded on the e@F at Visit 1. General medical history will be categorized into past and
current medicaffhistory. Current medical history will be defined as a condition that is either
classified at&l-going, or ending after the first dose of randomized treatment.

o
Additign%lly, the time since diagnosis of asthma (years) will be calculated as
N

{‘\\'{Q (Date of randomization (Visit 2) - Date of diagnosis of asthma +1)/365.25.
%)
$

¢ Partial dates for the above calculations will be handled as per section 4.1.8.
60
R
N
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3.3 Concomitant medications

All concomitant medication will be recorded on the eCRF throughout the study. Disallowed Q’;\\.OQ
medications will be identified by a physician on review of the data which will be completed N
prior to database lock. All identified medications which are disallowed will be considered for Q}Q
flagging as an IPD during the protocol deviation reviews, prior to database lock and 06{\

blinding. 2
unblinding 5\

N
3.4 Spirometry at study entry Q’@\O
Lung function measurements of FEV (L), FVC (L), FEV1/FVC (%) will be recq‘b%fed at
screening and randomization. At screening, assessments are collected at pre-yéntolin and post-
ventolin timepoints. At randomization, the spirometry assessments are per\@ned as per Table
4. The calculation for reversibility in FEV] is provided in section 4.1.3.@’1’6 definition of

baseline spirometry assessments are provided in Section 4.1.1. L
N
4. PRIMARY AND SECONDARY VARIAB@]:?S
L
4.1 General Definitions . 0(5\\0
411  Definition of baseline L
S 8

The general definition for non-ediary and nonc irgfhetry data is defined as the most recent
non-missing measurement before the first d&é the randomized treatment on the day of
randomization. Unscheduled visits will \b{\&sed when assigning a baseline value.

X
Baseline FEV, and FVC will be tak&r a ﬁ% average of the 60- and 30- minute pre-dose
measures on the day of randomizatiop¥Visit 2). If either of the 60- or 30- minute pre-dose
spirometry measures are missing, tRen the available non-missing pre-dose FEV value will be
used. If both the 60- and 30- pre<dose spirometry measurements are then the baseline FEV
measure will be missing. &

&

: o . . . .
For patient reported ou es in the eDiary, baseline will be calculated as the mean over the
last 10 days of the rumsin period prior the first dose of randomized treatment. See section 4.1.6

for the derivationgfdaily scores from the eDiary.

fo®

Any excepti(@?to the above will be described in the relevant variable derivation section.
X\
4.1.2 \i\oAbsolute and percent change from baseline

&
Abg\Q}%‘[e change from baseline outcome variables is computed as
X

Q
\}@Q’ Absolute change from baseline = (post-randomization value — baseline value).

@)
& Percent change from baseline is computed for FEV; on Day 1 for onset and duration of

&{\\ response and is computed as
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Percentage change from baseline = [(post-randomization value — baseline value) /

baseline value] * 100%. ;\\'OQ
>
W~
Please note that for symptom-free days and asthma control days the change from baseline is QQ\\
represented as the absolute change of percentages as opposed to the percent change from \QQ’
baseline (section 6.2.7.11). NX
s\"o

If either the post-randomization value or the baseline value is missing, then the absoluéé\or
percent change from baseline value will also be set to missing.

4.1.3 Reversibility

The reversibility is calculated as follows:
Reversibility = [(Post FEV-Pre FEV1)/Pre FEV] *100%. A(b

Pre-and post-dose FEV1 measurements will be captured within thgg/lasterScope. If the
reversibility inclusion criterion is not met at Visit 1, the reveg@'ﬁlity test may be repeated at
Visit 1a prior to Visit 2 (randomization). ,5\.\

g

4.1.4  Study day calculation C)O R

Study day will represent the number of days@c@st dose of randomized treatment of an

observation and will be calculated as: (’} ‘\\/\,Q’
O

N
Pre-dose study day = date of assess;a@& _Jite of first dose of randomized treatment
Post-dose study day = date of assess@ént — date of first dose of randomized treatment + 1

If either the date of assessment ({fﬁate of first dose of randomized treatment are missing, then

the assigned study day will issing.

&
4.1.5 Visit windg ng

Visit windowing wigCBe applied to spirometry assessments, laboratory measures, vital signs
and ECG. The Vi&ﬁ} windows which will be applied to the scheduled study visits collected are
as follows:
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Table 3 Visit windowing
Visit Target Day Adjusted windows for analyses (days): ;\\'OQ
Baseline (Week 0) 1 1 \\O(Z}
Week 1 7 2 —12 (£ 5 days) Q}QQ
Week 4 28 21-35 (+ 7 days) 0&?
Week 8 56 49— 63 ( 7 days) é\q’
Week 12 84 70 — 98 (+ 14 days) )
&
Q

N\
Table 3 shows how the planned clinic visits will be assigned an appropriate s@gjzi\:ﬂed visit
from the VISIT module. If more than one scheduled visit occurs within the@indow, then the
visit closest to the target day will be flagged for analysis. If there are twqﬁ‘\br more) visits
equidistant to the target day, then choose the most recent assessment e used in analysis.
Unscheduled visits are listed and will note be windowed, but will Sconsidered in
minimum/maximum on treatment results. Data collected at the BDV will be windowed to a
visit as per Table 3. ;\\'OQ
R4
Pulmonary function tests (PFTs) will be performe@%t@efore administration of randomized
treatment (pre-dose) and following the mornin se@f randomized treatment (post-dose).
The timing of the PFTs carried out by the in@tig@%r are provided in Table 4. The assessment
windows defined as per protocol will be @'}d {Qb{bguidance for the sites. No formal analysis
windows are defined for serial spirome@?@smes; all spirometry assessments will be
considered, and will be based on th tu@%lock time. Derivations based on post-dose serial
spirometry will only be calculated if tl\n\g% is at least 1 non-missing FEV| result within 2 hours

post-dose. More information on the&gérivation of serial spirometry endpoints is provided in

Section 4.3.1. @(b
&
>
Oé'
QQ
O%\}
A\
Q)b
@)
NY
N
o)
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@
N}
\6\
®Q
\}é\
(@)
60
2]
N
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Table 4 Schedule of FEV1 measurements at standard visits
Timing of Spirometry Assessments * Assessment Window
Pre — dose PFT -60 min +15 min
Pre — dose PFT -30 min +5 min
Post — dose PFT +5 min +2 min Oé
Post — dose PFT +15 min +3 min 5\‘0
Post — dose PFT +30 min +5 min O
Post — dose PFT +45 min +5 min &>
Post — dose PFT +60 min Smin (@
Post — dose PFT +120 min +10 min . (\Q\)
Post — dose PFT +180 min +10 mi@?)\'\'
Post — dose PFT +240 min i{qgloln
Post — dose PFT +300 min A0 min
Post — dose PFT +360 min ,&\0\ +10 min
Abbreviation: min=minute; PFT=pulmonary function test (é\\u
a Pre- and post- dose PFT measurements will be per %nea% relation to Ventolin at Visit 1, Visit 2
relation to randomized treatment.

onward, pre- and post- dose PFT measurements will be p@
((, \S
4.1.6 NP

The eDiary will be filled in by the subj ty@Qe daily, once in the morning upon awaking to
record information relating to the p

Daily eDiary variables

fougmnight-time and once in the evening prior to bedtime
and to record information relating to @ aytime period.

For the purpose of analyses, da Ye results recorded on the evening of day » and night-time

results recorded on the morning\of day n +1 will correspond to the analysis day n. As such,

daily totals for eDiary Varlib%s will be calculated as:

Daily total for eDiary ~@”lable for analysis day n = (daytime result recorded in the evening on
day n) + (night-timgyresult recorded in the morning on day n+1)

Q
This rule is nog#pplicable to the assignment of daily lung function data (e.g. daily PEF) as
these resu{s;ﬁ’o represent the timepoint at which they were recorded in the ediary.
O
Where@ﬁplicable, daily totals will only be calculated if both the daytime and night-time

co nents are non-missing. The daily totals are calculated for; asthma symptom score,
Wﬂtolm reliever therapy inhalation, night-time awakenings, symptom free days and asthma
Qontrol days.
e>°°
R
N
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4.1.7 Treatment average

For ACQ-5, ACQ-7 and AQLQ variable summaries, the treatment average score will be
calculated by averaging the overall scores collected during the randomized treatment period.
The treatment average will also be calculated within each of the individual domain scores. Q}QQ

\Q
For daily eDiary variables, the treatment average will be calculated as the sum of all dail Q,QO
totals over the randomized treatment period and dividing by the number of evaluable days in
the randomized treatment period. An evaluable day corresponds to the days where b@ the
night-time result and the subsequent daytime result collected on the same day are\xﬁl—
missing. As the result recorded in the morning of study day 1 corresponds to p @.ﬁose, this
day will not be included in the treatment average calculations for daily total&@iary results.

;\\'O

‘\\‘D
N4
In order to classify adverse events and concomitant medications as{gx;curring during the run-in
period (prior to randomization), during the randomized treatmen('ﬁeriod (on-treatment), or
post randomized treatment discontinuation, a conservative i ation rule will be applied in

4.1.8 Imputation rules

the instances where partial start and/or stop dates are recor@ . The date imputation algorithm
should be performed in the following sequence: Q Ny

| $ &
Partial end date &((/Q Q’;\\-O
1. If missing day [--/mm/yyyy] then?gﬂhpgé/ as the minimum (end of the month, treatment
N

discontinuation /completion -
2. If missing month [——/——/yyyyﬁhe@?mpute as minimum ([31/12/yyyy], treatment
discontinuation/ completion ¢ae).
3. If completely missing, therg;\lfnpute as date of treatment discontinuation/ completion.
Q

°

4. If missing day [QQ%m/yyyy] then impute as the minimum of:

Partial start date

e Start odo\ﬁle month [01/mm/yyyy] unless mm/yyyy is same as first dose of
rargbomized treatment then impute as the date of first dose of randomized
tment;
¢ 2 End date of medication/ event (after partial date handling has been applied).
5. If@rissing month [--/--/yyyy] then impute as the minimum of:
\)é\ e Start of the year [01/01/yyyy]
\6\ ¢ End date of medication/ event (after partial date handling has been applied).
¢~ 6. If completely missing, then impute as the minimum of?
e Date of first dose of randomized treatment;

e End date of medication/ event (after partial date handling has been applied).

CONFIDENTIAL AND PROPRIETARY 29 of 72



Statistical Analysis Plan Avillion

The raw, original dates will be presented in any listings produced. The intention for date

imputation is to facilitate a programmatical decision making process to classify on-treatment ;\\'OQ
observations. \\o(b
R

For responder analysis variables of ACQ-7, AQLQ+12 and FEV| on Day 1, a non-responder \{\Q’
imputation will be carried out for missing endpoints. Further details will be provided in the%\}CJ

relevant endpoint derivation sections. 5\
<

O
The dual primary endpoints of trough FEV; and change from baseline FEV AUCOQ@\hours
will be imputed under a MNAR assumption under the supportive analysis conduxil%)d in

accordance of the attributable estimand. Please see section 6.2.9 for more detél of these

N
9
4

4.1.9 Spirometry assessments A’b\

imputation methods.

Spirometry assessments will be collected at each study visit and p@ided by ERT. For each
planned timepoint in the serial spirometry, multiple efforts willde performed by the subject.
Of all efforts made at a planned time point, the best effort \y\gﬂ)e identified and included in
the SDTM data. The primary, secondary and explom{torx&\s@irometry analyses, with the
exception of time to onset and duration of resporQ?FEéQ endpoints (section 6.2.5.1), the best
efforts and their associated times of collection &l lqe%sed in the analyses and derivation of
endpoints. For the analysis of time to onsekgg d@'oation of response endpoints, derivations
will consider all spirometry efforts colle@@d. O‘\\/\'

O
4.1.10 Derived stratification ﬂrct&@? for patients aged 4 to 11 years
Patients aged >=12 years old will be @%‘[iﬁed according to their background therapy (ICS;
non-ICS) and ACQ-7 score at baseg\&le (<=1.5; >1.5). This information will be collected on
the eCRF for this age range. H §V°ever, since this information will not be available for patients
ages <12 years it will be deriﬁ based on concomitant medication and baseline ACQ-7/ACQ-
IA results available in the(é;'tabase. This is required such that patients aged <12 years
contribute to statistica%@%lyses adjusted by these strata.

O
Baseline ACQ-7 Qsh'l be calculated at baseline for all patients and the category (<=1.5; >1.5)
will be assignedo patients aged <12 years. Patients aged >=12 years will use the strata
allocated atg#ndomization.
X\

O
Backg&aﬁnd study medication (ICS; non-ICS) will be derived for patients aged <12 years

basgd»%n data available in the prior/concomitant medications module. Background
lgﬁn‘[enance ICS will be identified as records satisfying the following criteria:
$) e Prior medication (starts and/or ends prior to first dose of randomized treatment)
e Therapy reason (as recorded on eCRF) = ‘Asthma Maintenance’
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e ATC 5™ level classification codes of:

o
i§
o RO3BA B
\\0
o RO3AK £
o ROIAD 2
o RO3AL %o(’
S

Patients aged <12 years without concomitant medication records satisfying this cr1ter16®v1ll be

classified into the “non-ICS” population. Q"O
4;.@
4.2 Treatment exposure é
The exposure to the study medication is the total duration (days) from the%&t dose to the last
dose (inclusive) of the randomized study drug and is calculated as: ‘\\Q’
3
Date of last dose of randomized study drug - Date of first dose ojfb@zdomized study drug + 1
S
)
4.3 Primary Efficacy Measure &
X
4.3.1 Dual-primary efficacy endpoints _\ \\o(b
The primary efficacy analysis comprises dual-prima dpoints of change from baseline in

FEV1 AUCo-6 hours over 12 weeks and change@)méf\iselme in trough FEV at Week 12.
Baseline FEV| will be taken as the avera %tb\/ 0- and 30-minute pre-dose spirometry
measures on or before randomization ( 5%1‘[%9)

i
4.3.2 Derivation for FEV; A%g;bﬁ hours

QY
FEV1 AUC-6 hours Will be calculatedtg%r the changes from the baseline (randomization visit)
using the trapezoidal rule and wil®e normalized by dividing by the time from dosing to the
last measurement included (t}@ipally 360 minutes).

o
& C i + 90 X (6= tim)
Vi Yi) X
AU@?6 hours = — — l fit
2 t1 2

O

For FEV| changs”from baseline results y; recorded t; minutes after the morning dose (actual

clock time) a@i = 1, 2, ..., N actual timepoints. If all timepoints are available, then N =

10 accordsirg to Table 4. Only FEV| results of ‘acceptable’ or ‘borderline acceptable’

(invesggator assigned) quality will be used in the derivation of FEV1 AUCo-6 hours. If an FEV

resuftis missing or recorded in the database, but assigned an ‘unacceptable’ quality grade at

Sscheduled assessment, then the assessment will be excluded from the calculation of FEV;
@\UCO 6 hours. 10 calculate FEV1 AUCo.¢hours, there must be at least 1 non-missing post-dose

bo FEV1 within 0 to 2 hours post-dose. Missing FEV post-dose measures will not be imputed.

9
N
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4.3.3 Derivation for trough FEV,

Q
At each of the post-randomization visits, trough FEV will be taken as the average of the 60- Q*’}\\,O
and 30-minute pre-dose spirometry measures prior to dosing of randomized treatment. Q’\\c’
N
In subjects with only 1 evaluable pre-dose assessment, the trough FEV; will be calculated S
from the single measurement. If both pre-dose assessments are unevaluable, then the trou, }:90
FEV| will be missing. The 60- and 30- minute pre-dose assessments with an assigned q\g@h‘[y

grade of ‘unacceptable’ will be not be used in the calculation of trough FE V. (0\
Q
g
4.4 Secondary Efficacy Measures qu\'
4.4.1 Derivation for time to onset (15% increase in FEV{) on Ih?f 1 and

duration of effect on Day 1 Q}\\'

Time to onset (minutes) on Day 1 will be calculated as the time from&smg on Day 1
(randomization day; Visit 2) to the first instance within 30 minute@ which a percentage
change from baseline in FEV greater or equal to 15% is obsery§d:

3
Time of first 15% increase in percentage change ﬁ’(ﬂi bas@we in FEV; — Time of dosing on
Day 1 (randomization, Visit 2) Q Q\\
P &
The time to event is only calculated for thos ti’i@ who have an observed percentage of at
least 15%. C’} \\,\;b

The duration of effect will be calcul (@? f%‘%ch subject as the period, in minutes, in which
the post-dose FEV is at least 15% h %hq, han baseline. If the subject does not achieve a 15%
increase from baseline FEV; within ‘@é first 30 min of their post-dose assessments on day

1, the duration of effect will be zeg. If a 15% increase is observed and is sustained until the
last post-dose assessment of FEV; on day 1, the duration will be calculated up to the last
available assessment. If a su@ct has multiple periods of effect throughout the Day 1 FEV,
profile, only the first cmﬁﬁﬁial period of effect will be considered in the analyses.

When identifying thsci’S% increase from baseline FEV1, only acceptable and borderline
acceptable spironmdtry assessments will be considered when deriving the above endpoints.
Unacceptable gffality FEV| measurements should be considered as unevaluable. The time to
onset and d@@i‘uon of effect will be primarily calculated based on all effort results provided by
the patle@and included in the SDTM. Additionally, patients will be categorized into those
who @wve a 15% increase in FEV within the 30-minute post-dose on Day 1:

&

Q;&' e Responder >15% change from baseline in maximum FEV within 30 minutes post-
\3& dose.
S
R
N
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e Non-responder <15% change from baseline in maximum FEV within 30 minutes
post-dose.

. . o . N\
The maximum FEV; will be based on the non-missing spirometry assessments up to 30 QQ
minutes post-dose and assigned a quality grade of acceptable or borderline acceptable. If all \{\Q’
post-dose measurements are missing or assigned an unacceptable quality up to 30-minutes N¥

=)
post-dose on Day 1, then the patient will be categorized as a non-responder. 5\
N

-O
442  Derivation of Trough FEV; at Week 1 é@\

o\
The secondary efficacy endpoint of trough FEV; will be derived in the same maj\’)er as the

dual-primary endpoint of trough FEV; at Week 12 (Section 4.3.3) k\é
O

X
4.4.3 Derivation of Asthma Control Questionnaire-7 Variab‘?és
All 7 items are assessed on a 7-point scale (0=good control; 6=poor\§%ntrol). The overall score

is the mean of the non-missing 7 items. At least 6 out of the 7 ite{ﬁg are needed to provide an

- o
ACQ-7 score. OQ

N
The minimal important difference (MID) in overallACQ&score is estimated to be 0.5
(Juniper 2005). Based on the MID, responders a e%ﬁZ are defined as subjects achieving a

decline from baseline of at least 0.5: QQ OQ
N
e Responder: (Week 12 — baseline) §—?@5 O{\/\’

e Non-responder: (Week 12 — bas&?%)b§0.5

>
Subjects who discontinue treatmen&@r any reason before Week 12 will be classified as non-
responders. @(b

Q

The interviewer-administer @Qversion will be implemented for children aged 4 to 10 years. As
the ACQ-7 is not Valida@ for children <6 years old, data for subjects who are 4 or 5 years of
age will be excluded %Z)?n the analyses of ACQ-7 endpoints.

O
5. EXP%@@RATORY EFFICACY MEASURES
N
5.1 Bﬁ‘ivaﬁon of severe exacerbation endpoints
The ray(@?lnualized severe asthma exacerbation rate will be calculated according to the
follg&&;hg formula:
X
Q’Q Annualized severe exacerbation rate = L number of severe exacerbations»365.25
0@ Y follow—up

where the summations are over all subjects within a treatment group.
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For subjects who do not prematurely discontinue randomized treatment, the follow-up is

calculated as: ;\\'OQ
>
W~
Date of treatment completion - date of first dose of randomized treatment + 1. QQ\\
v
Otherwise, follow-up is calculated as the discontinuation date of randomized treatment: QC\)Q
=)
5
Date of randomized treatment discontinuation - date of first dose of randomize{xo
treatment + 1. ‘;O\O
@Q
N\
Date of randomized treatment completion and premature discontinuation will l{ ollected on
the eCRF. ©
)
X
5.2 Derivation of deterioration of asthma variables f§\(b
3

The subject will use the eDiary for daily symptom reporting, entering symptoms twice daily.
In particular the subject will record their daytime symptoms (0=N€' asthma symptoms; 1=You
were aware of your asthma symptoms but you can easily tolerate the symptoms; 2=Y our
asthma was causing you enough discomfort to cause probl%ﬁs with normal activities; 3=You
were unable to do your normal activities because o@sthma), night-time symptoms
(0=No symptoms; 1= You were aware of your m@ymptoms but you can easily tolerate
the symptoms; 2= your asthma was causing gough discomfort to cause problems with
sleep; 3=You were unable to sleep becau@ z@r asthma), and their rescue medication use

(0, ..., 99 puff(s)). Q/Q?(;\,}@O

In this study, deterioration of asthma i&@ﬁned as 1 or more of the following items for at least
. Q
2 consecutive days: X
N

o
e PEF: a decline of at least 2&% from baseline in either the morning or evening result

Q
e Ventolin reliever theraguse: >4 puffs per day and at least twice as frequent than
recorded at baseline@er day)

e Symptoms: nightéﬁme score that is greater than baseline and at least 2 OR a daytime
score that is %’éater than baseline and 3 (most severe outcome)

(%) .
e  Severe astifha exacerbation'

Q

0

Ventolj{ﬁ'oeliever therapy use and symptom scores will be recorded in the eDiary. Baseline
riigb? therapy use will be calculated as the average number of puffs per day during the last

10sdays of the run-in period.
Q

¢ Daytime is defined as the time period between the morning PEF assessment (upon rising in
P the morning) and the evening lung function assessment.
R

N
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Night-time is defined as the time period between the evening PEF assessment (at bedtime) and

the morning lung function assessment. ;\\'OQ
>
O

If the above criteria are met for >2 consecutive days, it will be considered as one deterioration Q\\
of asthma until the criteria are no longer met or becomes unevaluable. Typically, the date in ¥
which the criteria is no longer met will determine the end date of a deterioration of asthma.él‘f’

the number of days separation between two asthma deteriorations are less than 3 consea@ve

days, then they will be classed as a single asthma deterioration. éo\OQ

Missing eDiary results will not be considered as a deterioration of asthma. Q;\‘S?}\

!Severe asthma exacerbations will also be considered to be deterioration of Qs%ma and
included in the analyses of this endpoint. Severe exacerbations will be re,gérded on the Severe
Exacerbation module and 1 record corresponds to 1 severe exacerbatlgn

The deterioration of asthma rate will be calculated in a similar W@‘? as the raw annualized
severe asthma exacerbation rate (Section 5.1). Q

O

N
5.3 Derivation of peak FEV1 QA ’\\O(b

Peak FEV is derived as the maximum FEV, p(@leoz{anssessment of randomized treatment in
the 6-hour profile period with an assigned iybgkty\@%de of acceptable or borderline
acceptable. Following this, the change frqmy (&ne to peak FEV will be calculated at each
visit by computing the difference betwg?fi;&@peak and baseline FEV| values. Baseline FEV;
is calculated as described in Sectio 1@0

&
5.4 Derivation of peak e@lratory flow

The best of 3 PEF measurernent@vﬂl be recorded by the subject in the morning and before
going to bed in the evening [@é{ to taking any asthma therapy and will be captured in the

eDiary O{\

Morning and eveningcp\e%k expiratory flow will be grouped into 4-weekly averages across the
12-week randomizs® treatment period. The 4-weekly time intervals are defined as 28-day long
periods startin m the date of first dose of randomized treatment. The following Table 5
illustrates hogy the periods will be assigned using the study day of each record (See section
4.1.4 for @::9 calculation of study day).

@
o
&
&>
60
&
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Table 5 4-Weekly Time Intervals

9
&
: : : Y
Only PEF measurements prior to the last dose of randomized study drug will contrlbag,% to the
period averages. _\3@{\
<
Additionally, overall averages of morning and evening PEF measurements Wﬂﬁ’ be calculated
across the randomized treatment period, from first dose of randomized stud treatment to the
last dose of study treatment. PEF measurements after the last dose of s%l‘(gy drug will not
contribute to the average. §A
N

0
Only non-missing records will be considered in the 4-weekly anit overall randomized

treatment period averages and the denominator will be equgl® the number of non-missing
PEF measurements in the average calculation. A mh{im@(bof 5 days of non-missing PEF
results are required to derive a 4-weekly average rr(lb@mum of 15 non-missing PEF days are
required to derive the overall randomized tre g&@eriod average.

&

>
In addition, following a review of ERT’ /%)di[/c\fion processes, ERT have identified
irregularities that may impact a few ces, causing a higher frequency of inadequate

efforts or false readings of the PFT an [%eading to abnormally high PEF values (i.e.
700L/min and above). Such cases ha\iq%een investigated and concluded that the abnormal
measurements are due to manufacggring issues with the AM3 device. All PEF data will be
provided in the SDTM, but a flagtassigned by ERT which will to indicate whether the PEF
result was estimated from a f@ y AM3 device. These unreliable results will be considered as
unacceptable quality PEFé&easurement and excluded from the analyses. The faulty devices

have been recalled and Q% to be exchanged.

&

5.5 Derivgt%n of Asthma Control Questionnaire — 7 exploratory

var\igi‘iles

The chan e@?rom baseline ACQ-7 overall score at Week 12 will be categorized into the
followi&g%-level factor:

<
N
\& Improvement: (Week 12 — baseline) <-0.5
N
%)
0@ e No Change: -0.5 < (Week 12 — baseline) < 0.5
@)
O
. \o_,b e Worsening: (Week 12 — baseline) > 0.5
L&
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Period 2 Day 29 Day 56 (Day 29 + 27) Q}QQ

Period 3 Day 57 Day 84 (Day 57 + 27) oé\



&

bo
N

Statistical Analysis Plan Avillion

Subjects who discontinue treatment for any reason before Week 12 will be classified as non-
responders.

5.6 Derivation of Asthma Control Questionnaire — 5 variables

Derivations for responder status for ACQ-5 will be performed as described in Section 5.2. Apd

least 4 out of the 5 symptom items are needed to provide an overall ACQ-5 score. K(OO
)
5.7 Derivation of Asthma Quality of Life Questionnaire + 12 a *
Pediatric Asthma Quality of Life Questionnaire Variable_\ssgf\
AQLQ+12 consists of 32 questions in 4 domains and PAQLQ consists of 23 &&tions in
3 domains. Both are assessed on separate 7-point Likert scales from 1 to 7,O with higher values
indicating better health-related quality of life. ) \Q,\\-
N
o

For overall health-related quality of life and for each of the domain ﬁle MID has been
determined to be a change in score of 0.5 (Juniper 1994). Based Q@the MID, responders at
Week 12 are defined as subjects achieving an increase from tc))és%line of at least 0.5:

N
e Responder: (Week 12 — baseline) > 0.5 <\ ’\C’(b
e Non-responder: (Week 12 — baseline) < O.SQO Q(bQ
Q&9

N A0
Subjects who discontinue treatment beft Sék 12 for any reason will be classified as non-
responders. ((/Q §

< 0
5.8 Derivation of Ventoli@r@%erapy variables

Ventolin therapy will be analyzed,ﬁ#ough the average number of administrations (puffs) per

day.

ay &
Total daily number of pufg,\)vill be calculated for each subject as the sum of the cumulative
number of puffs of Ventlin therapy divided by the number of evaluable days the subject has
until treatment discogffinuation. An evaluable day is a day in which the subject has a complete

diary entry on th%@}lmber of puffs of Ventolin they have taken.
9
Total daily nm\r?ber of puffs will be further characterized within 4-weekly time intervals

througho@ﬁe randomized treatment period. The 4-weekly time intervals will be calculated in
the sa%e%anner as for peak expiratory flow (Section 5.3).
N

Tgs average number of puffs for each 4-weekly, and overall average across the randomized

eatment period will only consider evaluable eDiary days, where a record of Ventolin
administrations is provided. Days with missing data will not contribute to the numerator or
denominator of the average calculations.
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Baseline number of puffs per day will be based on the last 10 days of the run-in period prior to

before the first dose of randomized treatment. ;\\'OQ
>
QY

. . . . \

5.9 Derivation of other eDiary variables QQ\
>
Asthma symptom score )
\%0

Asthma symptom score, a 4-point scale ranging from 0 (no asthma symptoms) to 3 (mos©
severe asthma symptoms), will be collected twice daily in the morning and evening inQhe
eDiary. Please refer to section 4.1.6 for the assignment of study day, and the deriy\@ﬁon of the
total symptom score. The average day, night and total asthma symptom score w@ﬂ' be
calculated over the randomized treatment period, and in 4-weekly intervals a:Q%er daily PEF
(section 5.4). ;\\'OQ
‘\\‘D

N4
S
Night-time awakenings will be collected every morning in the @%ry. Please refer to section
4.1.6 for the assignment of study day. The percentage of nig\]@fv\time awakenings will be

Night-time awakenings

calculated over the randomized treatment period, ariq in AC-@'eekly invervals as per daily PEF
N

(section 5.4). '
S &
Symptom-free days ((/Q ;\\'OQ
AV, <\/‘Z>

A symptom-free day is defined as the fbwsiz@%[ of both of the following criteria:
>

e A day and night with no astlgﬁa sgymptoms (ie, asthma symptom score=0)

Q
e A night with no awakeningsé_&;\f\e to asthma symptoms

o

The percentage of symptom fr§§ays will be calculated for each subject as the number of
symptom-free days during t}erandomized treatment period divided by the number of
evaluable days during th le'ldomized treatment period. For both the denominator and
numerator, the randomjd treatment period is defined from the date of first dose to the date of
last dose of randorbn\tzed treatment.
For the asthma\@%mptom score component, it is important to consider the daytime and night-
time score s&arately. For example, a daytime score > 0, but missing night-time score would
corresp‘(\)'{@\' to a day with symptoms and vice versa.
An @?e@valuable symptom-free day occurs when it cannot be unequivocally determined

Bether an analysis day was symptom free. Table 6 illustrates the daily status of a symptom-

\}@ree day when there are missing components to the endpoint:
@)
60
R
S
L&
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Table 6 Missing data
Number of missing datapoints Condition Daily status ;\\'OQ
0 Sum of datapoints > 0 Not Symptom-free . \O(b
Sum of datapoints = 0 Symptom-free QQ\
1 Sum of non-missing datapoints > 0 Not Symptom-free (s.sx(b
Sum of non-missing datapoints = 0 Not evaluable . (00,,
2 No non-missing datapoints Not evaluable (\O\
* No night-time awakenings would contribute 0 to the sum of datapoints. éo\o
@(\
Asthma control days QS\'

S

An asthma control day is defined as the fulfillment of all the following cr{@a:

N
e A day and night with no asthma symptoms (ie, asthma symptoffl score=0)

(DQ

{

e A night with no awakenings due to asthma symptoms 3

N\
e A day and night with no use of prn Ventolin thera ﬁ%ot including unscheduled use of
investigational product) Q4 N

The percentage of asthma control days will bq%ic&ﬂhted as done for symptom-free days.

>
Overall eDiary compliance ?9 O\\/\/
& &
Overall eDiary compliance during 1‘36’@0mized treatment period is calculated as:
<
QO

(Actual number of entries)
*
(Expected number of entries)

)
Overall eDiary complim;ﬁ' (%) = 100(%)
<

L
Where the total expected cg\ﬁﬁhance is:
Q
Total expected S@pﬁance =(Number of days in the treatment period — 1) * 2
9

As subjects are e)@‘eocted to fill in the eDiary once in the morning and once in the evening,

Q
0%

Q
AdditionakiRformation which the output provides is the percentage of subjects which have a
compligé%e rate of >80%.

(Q\}

X
o

each day.

$
co&
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5.10 Safety variables

)
5.10.1 Vital signs >
Y
The following vital signs measurements will be conducted at the visits as shown in Table 1 Q\\
and for timed assessments at Visit 2 and Visit 6. Measurements should be taken in the sitting \{\Q’
position after at least 10 minutes of rest: (o\}o
S
. Pulse rate (beats/min) Ok\
2
. Systolic blood pressure (mmHg) _\3@{\
<
. Diastolic blood pressure (mmHg) Qé

O
Any clinically significant changes in vital signs will be recorded as an Q\é}f applicable.
>

5.10.2 Adverse events (including Serious Adverse Event,g;);
>

5.10.2.1 Definition of adverse event S

An AE is the development of any untoward medical occurre\q& in a subject administered a
medicinal product and which does not necessarily h_aKVG a \@Jsal relationship with this
treatment. An AE can therefore be any unfavorabR<and®@nintended sign (eg, an abnormal
laboratory finding), symptom (eg, nausea, che Kpai@?or disease temporally associated with

the use of a medicinal product, whether or @ cqgkoldered related to the medicinal product.

o &
The term AE is used to include both sgfi u@d non-serious AEs and can include a
deterioration of a pre-existing medi€dtoc@irrence. An AE may occur at any time, including
the screening period, even if no randg)@%ed treatment has been administered.

\{.
5.10.2.2 Definitions of seriouséﬁverse event

An SAE is an AE occurring dtxﬁng any study phase (ie, after the signing of the informed
consent/assent through to tl{;e(bsafety follow-up visit), that fulfills 1 or more of the following
)

criteria: QQ

e Death \O%\}

. Immediatci%gzlife—threatening

. Requir%QJn—subject hospitalization or prolongation of existing hospitalization
. Re‘i@@\s' in persistent or significant disability or incapacity

&S}?l congenital abnormality or birth defect

&< Is an important medical event that may jeopardize the subject or may require medical

(}}é\ intervention to prevent 1 of the outcomes listed above

0)60 All SAEs will be identified by the investigator and entered in the eCRF. The ‘Serious?’ field
,QQ\ will be set to *Y”.
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5.10.2.3 Collection of AEs and SAEs

Q
AEs and SAEs will be collected from time of signature of informed consent/assent, through Qx’}\\,o
the safety follow-up period. Q'\\o
N
The following variables will be collected for each AE: cs)(\(b
N
=)

e AE term (verbatim) 5\
e The date when the AE started and stopped ;O\OQ

- YYYY/MMM/DD _{_@Q
e Maximum intensity OKQ)

- Mild - Severe Q,;\\'OQ

— Moderate N

Seri %A(b
. erious

‘DQ

—  Yesorno &

e Investigator causality rating against the randomized tre.@l{\ent
>
— Yesorno A\ ~\\0
. . . f K

e Action taken regarding randomized treatmﬁ? Q(b

— Dose not changed &((,Q ,Z’;\\.O — Drug permanently discontinued

—  Drug interrupted ?g) (§\/\/ — Not applicable

2N

e Outcome & ,0\3

— Recovered/resolved . (\Q’

NS
— Recovering/resolving (b\\tg’

— Recovered/resolved w&t‘ﬁ‘\ sequelae
—  Not recovered/not{{eg)lved
— Fatal QO

5.10.2.4 Definition @?adverse event leading to discontinuation of investigational
producg&)AE)

Adverse eventgwehere “Action taken, Randomized Treatment” is answered “Drug
permanentlb@iscontinued” will be defined as DAEs and reported separately (in addition to
being reQ\&ted as general AEs).

X

&)
5.1%2}.5 Adverse events data handling

Adverse events will be reported as starting during the run-in period if the AE start date is on
\}{Qor after the first date of run-in medication (Ventolin), and prior to the first dose of randomized
O medication.

R
N
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Adverse events will be considered as starting during the treatment period if the onset date is

on or after the first dose of randomized treatment and onset is no later than the last day of ;\\'OQ
randomized treatment. . o‘b
3
Adverse events will be considered as starting during the follow-up period if the onset date is \QQ’
after the last day of randomized treatment. (o\}c’
5

If an AE has a missing onset date, then, unless the stop date of the AE indicates other\égs% this
will be considered as starting during the randomized treatment period. Similarly, if é? AE has
a partial onset date, then unless the partial onset date or the stop date indicates otﬁ.‘erwme this
will be considered as starting during the randomized treatment period. o&

Please refer to Section 4.1.8 for the imputation rule to programmatlcally,gé?ermme the
classification of AEs when there are partial start and/or stop dates are @orded

Q)
5.10.3 Laboratory Safety Variables o\‘b{\
The following laboratory variables described in Table 7 w1lléé measured throughout the
course of this study: A \\ofb
S K
@) ‘b
O
& 5
o
X O
S
Vel
O
X
g
N
o
N\
D
0
N
R
O%\}
b
S
9
>
N
O
&
o
N
N
&
$
@)
60
R
&‘Q\
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Table 7 Laboratory Safety Variables
Hematology/Hemostasis (whole blood) Clinical Chemistry (serum or plasma)
Complete Blood Count (CBC) Albumin
Hemoglobin Alanine transaminase (ALT) «
Hematocrit Alkaline phosphatase (ALP) 0,00‘
Mean Corpuscular Hemoglobin (MCH) Aspartate transaminase (AST) 6\ -
Mean Corpuscular Hemoglobin Concentration Bilirubin (total) (0\0\ :
(MCHC) &
Mean Corpuscular Volume (MCV) Calcium (total) Q’,\'\
Red blood cells (erythrocytes) Chloride (\O\
White blood cells (leukocytes) Cholesterol (total) os;\\,o‘
. N
Creatinine A(b
Differential: Creatine kinase ﬁ
Basophils (absolute) Gamma-glutamyl t&dé’peptidase
+ - 1)
Basophils (%) Glucose (ram;lg\\@
Eosinophils (absolute) Mag‘ﬁsmg}o
3 - 0,
Eosinophils (%) P@ﬂ)h{g@
Lymphocytes (absolute) QO oj@hun
Lymphocytes (%) r&‘(/‘ R/@ﬁein. total
SR
Monocytes (absolute) 0?‘ O'Sodium
Monocytes (%) Q‘_</V (b\? Triglycerides
— )
Neutrophils (absolute) ;\\(\ Urea
Neutrophils (%) Q{g) Serum P-hCG pregnancy (Visit 1 and treatment
&’b discontinuation [EOT or PDV])
S
Platelet: Qﬁ{\
Platelet count \}Q
9
e
Uri
rime Q)b

Urine p-hCG pregddncy (Visits 2 and 4)
Qs

Abbre\-'iatio%\.QKLT=alan.ine transaminase; ALP=alkaline phosphatase; AST=aspartate transaminase; f-hCG=f-

human ch@%

\)"o
H&’@Law
(%)

nic gonadotropin; CBC = Complete Blood Count; EOT=end-of-treatment

\}Q‘a ses where a subject shows elevation in liver biochemistry may require further evaluation

and occurrences of AST and/or ALT > 3xULN combined with TBL > 2xULN may need to be

reported as SAEs.
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Q
The following criteria will be used to identify potential Hy’s Law cases: Q’;\\,O
W~
Part 1 Q\\
R
Bilirubin (total) > 2x Upper limit of the normal reference range &
N
=)
Part 2 5\
Alanine transaminase > 3% Upper limit of the normal reference range ‘;O\OQ
Aspartate transaminase > 3x Upper limit of the normal reference range \?}\

A
<
At least 1 criteria must be met from both Part 1 and Part 2 to be classified as gjpotential Hy’s
law case. Potential Hy’s Law cases can occur at any time during the stud .\&II timepoints,
including unscheduled assessments will be considered for meeting the Q(Eteria.

o

3
(b&
5.104 Resting 12-lead electrocardiogram S

N
A 12-lead electrocardiogram (ECG) will be performed at theQVisits detailed in Table 1 for
timed assessments at Visits 2, 6, and PDV. The tirg-hg aQ@(%umber of ECGs may be adjusted
in response to the emerging safety profile. C)O ‘DQQ

Twelve-lead ECGs will be obtained using a @trq@ged laboratory after the subject has been
resting semi supine for at least 10 minuteg?% I‘Q@Gs should be recorded with the subject in
the same physical position. A standard@a @@G machine should be used and the subject
should be examined using the sameQ%ch«i&% throughout the study, where feasible.

) (\Q

. AN

5.11 Other variables \@
N

5.11.1 Concomitant medi(‘i?ions

The collection and recording§f all concomitant medications, including all pre-enrollment
asthma therapies, will be gerformed at the visits detailed in Table 1.

K

All prescription dm%@\%erbal products, vitamins, minerals, and over-the-counter medications
taken within 3 mc@}hs before screening (Visit 1) will be recorded as previous medications. All
medications tagenz' after screening and through the safety follow-up visit will be recorded as
concomita{@lerapy.

O
Ifa cogc%mitant medication is recorded with partial start date and/or end date of

adn@stration, a conservative approach will be considered such that unless it can be
quivocally determined that the medication started and ended prior to the first dose of
\}@andomized study drug, based on available information from the partial date(s), the
e)o(’ medication will be classified as concomitant. To facilitate this decision-making process
R programmatically, the imputation process defined in section 4.1.8 will be considered.

,Q(\
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Subjects will be maintained, after Visit 1, on randomized treatment and Ventolin to be used in

response to asthma symptoms throughout the treatment period. ;\\'OQ
>
W~
5.11.2 Discontinuation of investigational product QQ\\

Subjects may be withdrawn from the study at any time at their own request, their parent/ legaE{\
representative’s request, upon request of the investigator, or by the Sponsor at any time. 1@?
subject is free to discontinue treatment at any time for any reason, without prejudice to é@ther
treatment. Reasons for discontinuation of randomized treatment collected on the eC

include: ,@Q
o*
e Subject Decision k\é
e Adverse Event ‘ Qs‘;\,o
N
e Severe non-compliance to protocol A’&
e (Condition under investigation worsened Q}é
e Lack of Therapeutic Response {\é
e Development of study specific discontinuation criteria,§\0
W~
— A severe exacerbation event OQ QQ\\
—  Pregnancy O Q(b
. S ®
e Subject lost to follow-up AY >
o
e Completed Q?’ %\O
A

e Other Vel

Subjects who discontinue randomizeddreatment prior to the end of the 12-week treatment
period will be withdrawn from the §fudy and asked to complete a PDV and the presence of
any AEs. If possible, they will b&seen and assessed by an investigator(s) and followed up if

medically indicated. X
N
QQ
O%\\.r
b
Q;b
9
O
&
O
\{\
<
N
N
&
S
@)
60
R
&
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5.11.3 Study Withdrawal

Patients who discontinue treatment prior to the end of the 12-week treatment period will be
withdrawn from the study. The following criteria are recorded when a subject is discontinued

from the study: R
&
N)
e Adverse Event ;\fo
o)
e Completed Q
‘;O\O
e Death @{\
K
e Lost to Follow-Up or
{
e  Protocol Deviation QO
XS
e  Screen Failure Q}\'
Q
e  Withdrawal by Subject §A®
e  Withdrawal by Parent/Guardian \Q)Q
e  Other (specify) QO
O
AN
N4
. A §
5.11.4 Screen Failures OQ QQ

v
Screen failures are subjects who do not fulﬁl@ eggibility criteria for the study, and

therefore must not be randomized. These sﬂ&@c 3 who have a reason for not enrolling to the
study, should be recorded as a ‘Screen F\Qﬁ'ﬁr@'\})n the disposition eCRF page. Subjects who

are screen failures will not be rescre . ’0\‘}\6\

.

»‘é‘q
)
5.11.5 Compliance of study,ﬁl’edication

The administration times and n.gﬁber of puffs of randomized study treatment will be recorded
in the eDiary daily. The cogfpliance of randomized study treatment will be calculated as
X Actual number of puffs

K.
0 l = x 1009
vera%@omp tance Expected number of puffs %

O
Where the expe@?d number of puffs would be as follows:
NS

Efpected number of puffs
o = [4 (doses per day) * 2 (puffs per dose)

> * (days in the randomized treatment period)] — 6

o
N
Subjects are expected to take 1 dose of randomized study drug on their last scheduled visit,
@erefore the final 3 doses (6 puffs) are subtracted from the final day of the randomized

O treatment period. This is due to the final PFT being on week 12 and the PFT should not occur

~°.>b after 10:00 am.
N
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Any missing eDiary data for randomized treatment administration will be assumed to be zero

doses when calculating overall compliance. Q;;\'OQ
Ventolin will be dosed prn; therefore, compliance will not be applicable. Q}QQ\\O

6. ANALYSIS METHODS %\@

6.1 Statistical Considerations ’ \OQS\

All personnel involved with the analysis of the study will remain blinded until dat% e lock
and identification of protocol deviations are identified. Q;i-\'

N
Analyses described within this Statistical Analysis Plan will be performed @_
kS

QO
6.1.1 Estimands A’§

Three estimands are of interest in this study: \Q}&
The primary estimand of interest is the efficacy estimand, de\@gd as the effect of the
randomized treatment in all subjects assuming conti&uatjg‘}}'of randomized treatment for the
duration of the study, regardless of actual compliagte. Liis estimand could be considered as a
while-on-treatment strategy or a hypothetical st€afegy@s defined in the draft International
Conference on Harmonization (ICH) E9 A @d iyt Subjects who prematurely discontinue
randomized treatment will also be disconﬁnueé(‘from the study. For the primary, secondary
and exploratory endpoint missing data ill s&oassumed to be missing at random (MAR) under
the efficacy estimand. Further detaiﬁar&fﬁovided in section 6.2.

&

The second estimand of interest is \éttributable estimand, defined as the effect of treatment
in subjects attributable to the rar@&nized treatment. For this estimand, discontinuation of
randomized treatment for rea@s such as tolerability or lack of efficacy is considered a
negative outcome. This est'gqu%nd is a mixture of composite and hypothetical strategies as
defined in the draft ICI\—}@% addendum. Further details are provided in section 6.2.9.
The third estimandx@f%interest is the COVID-19 estimand. This estimand is supportive to the
efficacy estimalg)d; defined as the effect of the randomized treatment in all subjects assuming
continuation Q?randomized treatment for the duration of the study in the absence of COVID-
19 impacts\ﬁhe dual-primary endpoints for the study will be analyzed under the COVID-19
estiman\dx\COVID—19 related treatment emergent adverse events can be identified through a
pre{sﬁned list of preferred terms in MedDRA. Dose interruptions are investigator identified
b@a s in medication that are collected in the eCRF, the investigator will also flag whether or
\}(ngn the interruption was related to COVID-19 in the eCRF.
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Q
)
N
6.1.2 Discontinuation of randomized treatment due to lack of efficacy ,\\0‘5\
The attributable estimand will consider missing data when the primary reason for Q}QQ

discontinuation is due to tolerability or lack of efficacy a negative outcome in the analyses. 06{\

The primary reason for treatment discontinuation will be collected on the eCRF. The ;\‘o

following reasons for discontinuation will be indicative of a lack of asthma control: QO

- O
2
e Subject decision (where specific reasons are): _\3@{\
(%]

o Subject perceives the investigational product to be ineffective o

OQ

. . . N
o Subject wishes to take a treatment that is not allowed in {@s\' study
o Subject perceives the logistics to be unacceptable L

S
e Adverse event related to treatment! O\(b
>
e Condition under investigation worsened (5\»\
g
e Lack of therapeutic response QO ‘bQ
N
e OO .
e Development of study specific dlsccfgﬁr}@tlon criteria (where specific reasons are):
Q

o A severe exacerbation@?n &
Vel
Death due to asthma''Reasons for dis@ﬁorﬁnuation that are attributable to lack of efficacy will
be reviewed by the Sponsor and ﬁ(rgg’zed prior to database lock and unblinding of the study.

6.1.3 Type I error congrol
v
The Type I error for the p@lary analysis will be controlled using a sequential testing strategy,
such that to reject a nu@q)othesis Hy, of a pre-defined order 1, ..., m, ..., n, the null
hypotheses, H_ to [@:_1must all be rejected beforehand. Please see Section 6.2.4 for further
details about the@al primary endpoint analyses and the implementation of this multiple

testing strate%yb

QO
6.2 \analysis methods

All tadts will be 2-sided and at 5% level of significance unless otherwise stated.

X
Qﬁlen appropriate, statistical analysis models will be adjusted to include the stratification
¢ factors used at randomization. All patients who are randomized and are part of the full
0)60 analysis set will be analyzed according to the strata they were allocated to in [VRS/IWRS.

~
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Any patients who are miss-stratified will be identified as important protocol deviations and

listed in the CSR. Q,;\\'OQ
W~
In addition to the analyses described below, all variables will be summarized descriptively QQ\\
o

where appropriate. RS

Unless otherwise stated, descriptive summaries of continuous endpoints will include: Th&\‘-<>
number of evaluable subjects in the analysis (n); Mean; Standard Deviation; Median; OQ
Minimum; Maximum. Summaries of categorical endpoints will include the absolth\@ounts
and percentage, with the denominator used in the percentage calculation clearly c(b?ﬁned in the

footnote of the table. Unless stated otherwise, the denominator will be the nulaber of subjects

N
9
4

6.2.1 Subject Disposition A’b\

in the analysis set used for the descriptive summary.

Subject disposition will be summarised for all subjects who have @n enrolled and have
provided informed consent. The number of subjects who were ﬁolled, run-in and not run-in
will be summarised. The number and percentage of subjec@ill be presented by the
following categories; randomized, not randomized (Qnd{ ons), randomized who received
study treatment, randomized who did not receiv dyQ¥eatment (and reasons), completed,
and discontinued the study (and reasons). If the TCagon for premature discontinuation is
“Development of study specific discontin ﬂ'ép @teria” the specify field, which contains

standard text, will be reported as a sub-fighd igfhe summary table. For categories that are post-
randomization, summaries will be furfher é&i\t by treatment group.

A separate table will present the numkgr and percentage of subjects randomized to each
treatment group, by country and c%hk're. This table will be based on the FAS.

<
6.2.2 Demographic a%dﬁ%aseline Characteristics

The summary of demogra@ic and baseline characteristics will be performed on the full
analysis set. Summary g@tistics will be repeated for FAS patients aged >=12 years.
Demographic chara@%ﬁstics of age (years), sex, race and ethnic group will be summarized by
treatment group @cluding total across treatment).

9

NS
Patient heig@(cm), weight (kg) and BMI (kg/mz) will be summarized by treatment group
(includil@otal across treatment).
X

Lur{g\\??mction endpoints of FEV (L), FVC (L), FEVI/FVC (%) and reversibility (%) will be
sutnmarized at screening and baseline descriptively, within treatment group and across
Qreatment groups. Pre- and post-bronchodilator will be presented at screening in these
&” descriptive summaries. Summary statistics will presented for the FAS (all ages) and repeated
X for FAS patients aged >=12 years.

,Q(\
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ACQ-5, ACQ-7, AQLQ+12, PAQLQ and PEF recorded at baseline will be summarized

descriptively, within treatment group and across treatment groups. Summary statistics will ;\\'OQ
presented for the FAS (all ages) and repeated for FAS patients aged >=12 years. .\\oq’
K
Medical (past and current) and surgical histories will be summarised by MedDRA preferred \QQ’Q
term within MedDRA system organ class. 00
2
)

Smoking status will be summarised categorically as the number of subjects who have Sever
smoked, are current smokers or are former smokers and grouped by randomized treé‘i?\nent
group. Nicotine pack years, e-cigarette pack years and total (nicotine + e—cigarett@? pack years

will be summarised as a continuous endpoint by randomized treatment group &

S
Additionally, asthma history variables collected on the eCRF will be sun:g%arlsed

descriptively. Time since diagnosis of asthma will be summarised as 3®0ntlnuous scale and
present the median, minimum and maximum result by treatment gr@&p

S

6.2.3 Treatment Exposure OQ

The duration of treatment will be summarised as th&peru@m days from the date of first dose
to the date of last dose of randomized study treat@nt <chluswe

Duration of exposure = Date of last dose of @@zed treatment — Date of first dose of

+
randomized treatment + 1. ?g)\{\ §
This summary of duration of expos i%“be based on the safety analysis set. Additionally,
the total daily number of puffs of rand@zed treatment will be summarised descriptively and
based on the safety analysis set. Foq_?xploratory efficacy analyses of reliever therapy use,
please refer to section 6.2.7.10. (Q’b

6.2.4 Analysis of th ﬁal rimary endpoints
\ “z\ -p Y p

The dual-primary endpgsn?s change from baseline in FEV| AUC.6 hours OVer the 12-week
period, and change fre}h baseline in trough FEV at week 12 will each be analyzed using a
repeated measureg(*ﬂM) linear model to compare treatment groups. The model will include
baseline FEV 1, @frcentage reversibility to Ventolin, and age as continuous covariates, and
visit, treatmgadt, the treatment-by-visit interaction, and Pre-study background therapy (ICS,
non-ICS)ds categorical covariates. Under the efficacy estimand, only windowed data (Section
4.1.5) gwior to treatment discontinuation will be included in the primary analysis. The
pres@ﬁation of analysis results will include the least squares mean estimates for each

tment and the least squares mean differences between the treatment groups, along with
0®ssociated 95% confidence intervals and p-values.
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An unstructured variance-covariance matrix will be implemented. If this model fails to
converge, a heterogeneous Toeplitz (TOEPH) will be fit. ;\\'OQ
>

W~
The planned treatment comparisons for the primary analysis will be sequentially tested in the Q\\
8-step sequence as specified below. Comparisons will stop if a non-statistically significant \QQ’
result occurs. All comparisons are of superiority. Formally, the null and alternative hypoth%éé

for each comparison are: o

Ho: Difference between treatments = 0,

Ha: Difference between treatments # 0.

Change from baseline in FEV1 AUCo-6 hours Over 12 weeks:
1. AS MDI 180 pg QID versus placebo MDI QID ‘bé

2. BDA MDI 160/180 pg QID versus placebo MDI QIDOQ

X
3. BDA MDI 160/180 pg QID versus BD M]Qf\l 60@%

Q
Change from baseline in trough FEV; at Wee%gﬁ Q

4. BD MDI 160 ng QID versus plar§~ Nﬁ?? QID

&
5. BDA MDI 160/180 pg QID s&@lacebo MDI QID

6. BDA MDI 160/180 pg QID \érsus AS MDI 180 pg QID

Statistical testing for BDA 80/&§8 pg will proceed in a similar manner as for BDA
160/180 pg, as shown beloz\v'rz?

Change from baseline \i&?rough FEV; at Week 12:
7. BDA MDS&%/ 180 g QID versus placebo MDI QID
8. BDA&%)I 80/180 pg QID versus AS MDI 180 pg QID

The q error will be controlled sequentially by testing in the above order. If a comparison
is si géjant (alpha=0.05, two-sided), testing will proceed to the next comparison.

Bi\e comparison of BDA MDI 160/180 ug versus AS MDI 180 pg will exclude the child

(}}{qubjects aged 4 to 11 years as they will not be randomized to BDA MDI 160/180 pg.

60
N
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The above tests in steps 1 to 8 will exclude children (age 4 to 11 years). The analysis will be

repeated to include children, but will be considered a supportive analysis of the dual primary ;\\'OQ
endpoint. \\o(b
(DQQ

The comparisons of BDA MDI 80/180 pg QID versus placebo MDI QID and BDA MDI o
80/180 ng QID versus BD MDI 160 pg QID for FEV| AUCo.6 hours over 12 weeks are not (o\}c’
included in the Type I error control procedure as they redundantly evaluate the contribut@n of
albuterol to the combination, which is already captured in Steps 2 and 3. However, tlgo\@

comparisons will be reported for completeness. &

N\

A

The associated p-values for the treatment differences will be presented for all&oqfnparisons as
per the 8-step testing strategy defined above. In the primary results table tl{é?e will be an

accompanying column to aid interpretation of each hypothesis test With‘\{‘b&spect to the overall

type-I error control being used. £

Q

N
FEV1 AUCo.6 hours over 12 weeks will be calculated using an ap%(&)riate contrast. Two-sided
p-values and point estimates with two-sided 95% conﬁdenqec@tervals will be calculated for
each pairwise treatment contrast. An example SAS &)de igﬁovided below.
N
proc mixed data = <<input datasets>> alpha = 0. O5®Q QQ
class avisit ICS trtp usubjid; Q(b
model CHG = trtp avisit trtp*avisit ICS bl @ r;\e\\Q age/ddfm = kr;
E{S’d-

repeated avisit / type = UN subject = us X0
lsmeans trtp trtp*avisit/diff cl; C) (§\

run; ?’
)

Abbreviations: age = age; avisit = visit; ICS = @ eatment; trtp = treatment group; usubjid = subject id no. chg =
bﬁe@ne FEV; revl = percentage reversibility to Ventolin.

$

All patients who are randomized at&jfére part of the full analysis set will be analyzed

according to the strata they were@{ﬁocated to in [IVRS/ITWRS in this primary analysis. A

sensitivity analysis will be coqt}ucted based on patients’ actual strata to assess the impact of

miss-stratification on the el results.

change from baseline in primary endpoint; blfev

K
A supportive analysisb}b?ll be performed where data collected post a COVID-19 related
treatment emerge%t@dverse event, or a COVID-19 treatment interruption will be excluded
from the dual pl:,_i,mary endpoint derivation.
NS

Forest ploté%ef the dual primary endpoint analyses under the efficacy estimand will be
programq%d and show the LS means differences and associated 95% confidence intervals for
the trgftment group comparisons specified in the 8-step testing sequence.
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6.2.5 Analysis of the secondary efficacy variables o
For all secondary analyses the same treatment comparisons as for the primary analysis will be Q‘;\\'o
conducted (Section 6.2.4), will be conducted on the FAS >=12 years and will be repeated on Q\\o
the FAS including all ages. Q}Q

&
6.2.5.1 Median time to onset (15% increase in FEV1) and duration of response s\%o
The median time to onset (defined as 15% increase in FEV) over the pre-treatment Y%@eo at
randomization (Visit 2) will be compared among treatment groups using a Wilcoxo@ank sum
test. Confidence intervals for the median treatment difference will be calculated L&ng the
Hodges-Lehmann method. Only the patients who achieve the 15% increase i@%V1 within 30
minutes post-dose will be included in the analysis. ;\\'OQ
For these secondary analyses, all efforts from the serial spirometry W@e used (see 4.1.9).
Additionally, the proportion of patients achieving a 15% increase i@ EV1 within 30 minutes
post-dose on Day 1 will be analyzed using a logistic regression m@del with treatment and pre-
study background therapy (ICS, Non-ICS) as categorical coy@iates, and baseline FEV score
and age as continuous covariates. The odds ratios and corr@onding 95% confidence interval
along with p-values will be estimated from the mogel. Q\\

v
Descriptive statistics for duration of respons@'ﬂ’l\\'b?reported by treatment group.

NP

6.2.5.2 Asthma Control Questionngg@e-g\\/\/
The primary analyses of ACQ-7 will&g"coatucted in subjects that are uncontrolled at baseline
(i.e., baseline ACQ-7 >1.5) as these are@ye subjects capable of demonstrating a clinically
meaningful response with treatment @ﬂy data from first dose up to the last dose of
randomized treatment will contri%@e to analyses of ACQ-7. The analysis of ACQ-7 in the
population of patients indicating artially controlled to uncontrolled asthma at baseline
(ACQ-7 > 0.75) will be co%'s?gered as an exploratory analysis (section 6.2.7.7).

)

The responder Variabl%Q%scribed in Section 4.4.3 at Week 12 will be analyzed using a logistic
regression model W@‘:Ptreatment and previous ICS use (Yes/No) as categorical covariates, and
baseline ACQ-7 sCore, baseline post-dose percent predicted FEV and age as continuous
covariates. Frai? the logistic regression model treatment effects will be estimated by odds

ratios and \c&esponding 95% confidence interval along with p-values.
O
Subjegdy who discontinue treatment for any reason will be classified as non-responders. The

fre,:\c'@ency and percentage of responders will be summarized descriptively for all study visits.

N
0&‘16 treatment effect for change from baseline in ACQ-7 will be estimated using a repeated
&”" measures analysis. All data up to Week 12 will be included in the model, with terms for age,
X treatment, visit, treatment*visit, prior ICS use (Yes/No), baseline ACQ-7 score and baseline

,Q(\
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post-dose percent predicted FEV. Visit will be fitted as a categorical variable, and the
variance-covariance matrix will be assumed to be unstructured. If the procedure does not
converge, then a heterogeneous TOEPH will be used instead. This model will be used to give

an overall assessment of the treatment effect as well as 95% confidence intervals. Data post- QQ

Q
0
0@

discontinuation of randomized treatment will not contribute to the analyses. cs)(\
N
9
Change from baseline will also be described descriptively for all study visits. 5\
N
O
6.2.6 Analysis of safety variables Q}@\

The safety analyses will include all data obtained before subjects discontinue raﬁ}‘ﬂ'omlzed
treatment and will use the safety analysis set. Adverse events obtained post- @atment
discontinuation, occurring in the safety follow-up will be reported separatgly. Safety data
collected during screening will be listed. ,b\\

6.2.6.1 Adverse events Q,&

Adverse events will be summarized by treatment group, systemQ\)rgan class and preferred term
assigned to the event by the Medical Dictionary for Regulatdy Activities, using the most
recent version available at the time of database loc Th@lowing summaries will be

included: QO .«bQQ

e Number of subjects with any AE m,@zy Qg%kegory for both randomized treatment period
and run in period. ?,
Q

e Adverse events in the randofdize ’b\?eatment period by SOC and PT, which will
include the number of subj ect@lth any AE; number of subjects with SAE; number of
SAE; number of subjects wigh AE leading to discontinuation; AE’s assessed by
sponsor to be significant<

Q
e Incidence rates wil](b(gprovided by SOC and PT for all subjects with AEs and SAEs

during the rand(@zed treatment period.
N

9
e Event rates*#ill be provided by SOC and PT for all AEs and SAEs during the

randomiZ&d treatment period.’
N

@
. Ad@@rse events in the run in period by SOC and PT, which will include the number of

jects with any AE.
\)
{\\'é\ Number of subjects with AE with outcome of death by SOC and PT.
(%)
(}}@ e Adverse events with outcome of death.
60
9
N
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e The most common AEs, defined as preferred terms accounting for at least 2% of all

AEs within any treatment group. ! ;\\'OQ
. . o &
e Non-serious adverse events accounting for at least 2% of subjects. QQ
v
e Number of subjects with AE’s during the randomized treatment period, by preferre%&’
term and maximum reported intensity. ! 5\
O
e Number of subjects with AE’s during the randomized treatment period, by R@ferred
term and relationship to IP, as assessed by the investigator. ! Q;\‘S?’
N
e Serious adverse events during the entire study QO
Q;)\\'O
ent. !

e Adverse events leading to discontinuation of randomized trea&m&

D
e Number of patients with SAE during the randomized trea\tﬁgnt period, by system

organ class and preferred term.! QO

)

X
'AEs occurring during the randomized treatment pe.nLod{@‘;ﬁ include the incidence rate. The
incidence rate is defined as the number of subjects) }}g‘ﬁave experienced the event per 100

subject treatment years. ((/Q ;\\'OQ
NG

2Number of events and event rates for A ncl(?AEs will also be presented. Event rates are
defined as the total number of events @%ﬂ subjects in the treatment group per 100 subject
treatment years. Nl

N
All adverse events, including advelgg’events occurring during the follow-up period will be
listed for each subject. (Q(b
6.2.6.2  Vital signs QSA

Absolute values and cha@es from baseline in vital signs variables (Section 5.10.1) will be
descriptively summar@é% by visit and treatment group whilst also being listed by subject.
Visit windows wig& applied to the vital signs as per section 4.1.5.

Q

Baseline is d%@?ed as the most recent non-missing measurement before and including
randomization (Visit 2).
O

<
6.2.6.\?\' Clinical chemistry and hematology

Ab\s‘é\lute values and changes from baseline in clinical chemistry and haematology parameters
@il be summarized by treatment group and visit and will also be listed by subject. Absolute
\}{Qvalues will be compared to the relevant reference range and classified as low (below range),
& normal (within range or on limits) or high (above range). All values (absolute and change)

&(\\0" falling outside the reference ranges will be flagged. Additionally, shift tables presenting the
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shift from baseline reference range indicator (Low; Normal; High) to the minimum and

maximum on-treatment result will be summarized descriptively by randomized treatment ;\\'OQ
group and laboratory parameter. Q.\\oq’
Baseline is defined as the most recent non-missing measurement before and including \QQ’Q
randomization (Visit 2). Visit windows will be applied to the central laboratory descriptive%\}o
summaries labs as per section 4.1.5. 5\

S

Subjects with cases meeting potential Hy’s Law criteria (see Section 5.10.3) will bQ\"O\
additionally listed. Scatter plots grouped by randomized treatment will show the.@%ximum
post-baseline ALT and bilirubin concentrations, as multiples of the ULN, on @e x and y-axis
respectively. Reference lines of ALT (multiple of ULN) = 3 and bilirubin, (fultiple of ULN) =
2 representing the threshold criteria for Hy’s Law (Section 5.10.3) willbgé\'added to the figure.
6.2.6.4 Electrocardiogram @A
ECG parameters will be summarized by treatment group and Vig:[(%nd will also be listed by
subject. Visit windows will be applied to ECG descriptive sp@‘maries as per section 4.1.5.

)

>
Baseline is defined as the most recent non-missin aatg"ement taken before the first dose of

randomized treatment. QO @Q
N

: L &’ 9
6.2.6.5 Concomitant medication AV, ,\/fb
The number and percentage of subjects W%g) Ke allowed concomitant medications, and those
who take disallowed concomitant m@cag&is during the study, will be presented by treatment
group. O

NS

%)
Listings will be grouped by prior ﬁiication, medication occurring during the randomized

treatment period. Concomitant gwedication listings will be split into those taken in response to
an adverse event, those takenﬁl response to a severe exacerbation and an overall listing of
concomitant medication. O
R

6.2.7 Analysi@ exploratory variables
The exploratory &alyses will include all data obtained before subjects discontinue
randomized %éﬁtment and will use the FAS for patients aged >=12 years, in accordance with
the primary @stimand (Section 6.1.1). As per the primary analysis, the exploratory efficacy
analysgg%zill be repeated on the FAS including all ages.

62ﬁ“\? Trough FEV1 at individual time points
e analyses specified in Section 6.2.4 for trough FEV; will be used to present the least
¢ squares mean estimates for each treatment and the least squares mean differences between the
0)6 treatment groups at each scheduled visit, along with associated 95% confidence intervals and

~
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p-values. Descriptive summaries of absolute values and changes from baseline trough FEV,

will also be presented. ;\\'OQ
%

6.2.7.2 FEV1 AUCo-6 nours at individual time points Q\\

The analyses specified in Section 6.2.4 for FEV1 AUCo.6 hours Will be used to present the least\{\(b
squares mean estimates for each treatment and the least squares mean differences between g)lcbe
treatment groups at each scheduled visit, along with associated 95% confidence 1nterva15(§nd
p-values. Descriptive summaries of FEV1 AUCo.¢ hours Will also be presented. f
Additionally, the mean change from baseline FEV1 will be plotted at each post-d@%e timepoint
over the randomized treatment period. For these summaries the nominal asseg§ment time will
be used, rather than the actual times. o

&

6.2.7.3  Severe exacerbations A(b
Severe asthma exacerbations will be summarised descriptively as t@frequency and
percentage of subjects with at least 1 severe exacerbation, the ngmiber of severe exacerbations
prior to discontinuation of the randomized treatment and the@al number of severe
exacerbations per treatment-year. Number of severe exac tlons per treatment-year will be
calculated as described in section 5.1. The afore 10 descrlptlve statistics will be
summarised for all severe exacerbations and w1ﬂ) her broken down into: severe
exacerbations requiring systemic cortlcoste u§ severe exacerbations requiring
hospitalization; severe exacerbations req%‘ﬁmng\’émergency room visit; severe exacerbations

requiring urgent care visit. ((/Q o

>

An overall summary of severe asthma\q%cerbations during the treatment period will be
summarized descriptively, presentiggthe frequency and percentage of subjects who had at
least one severe exacerbation du@@g the study (Yes/No) and the number of exacerbations per

subject, described both as a cgtégorical and as a continuous endpoint.
v

The cumulative total dayg®f severe exacerbations will be summarized by treatment group.
The total number of d@% of severe exacerbations per subject will be summarized as a
continuous endpoinf

Q
The signs and &mptoms of asthma worsening are collected on the eCRF severe exacerbation

module. T@e will be summarised categorically as the frequency each symptom is observed
per seve(@exacerbation. The denominator for percentage calculations will be the number of
exacgipations.

N . . . .
@ all the aforementioned summaries of severe exacerbations, only the events with a start
> date equal or prior to the date of discontinuation of randomized treatment will be included.
60
R
&‘Q\
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6.2.7.4 Deterioration of asthma

Annualized deterioration of asthma will be summarized in the same way as the annualized ;\\'OQ
severe asthma exacerbation rate (Section 6.2.7.3). \\o(b
R
v

6.2.7.5 Peak FEV1 Q
Change from baseline to Peak FEV at Day 1 (Visit 2) and Day 7 (Visit 3) will be analyzed,_,QCJ
using the same method as for trough FEV|. The repeated measures model will include o

the Day 1 and Day 7 timepoints. Baseline will be defined as the average of the pre-dQSEQ
assessments collected on Day 1. .\3?}\(0
6.2.7.6  Peak expiratory flow OKQ)
The mean value of change from baseline in PEF data during the randomiz@rea‘[ment period
will be analyzed by analysis of covariance with treatment, ACQ-7 at rag@)miza‘[ion
(£1.5/>1.5), and prior ICS use (Yes/No) as factors, and age and bas lﬁ?e PEF score as
continuous covariates. The summary measure for the comparison,ﬁ reatments will be the
estimated mean difference, presented with the corresponding 959 confidence interval.

Morning PEF and evening PEF will be analysed separately; O

Additionally an RM analysis will be conducted apff wil{de partitioned into 4-weekly time
intervals across the randomized treatment perjo Qébclnalysis model will additionally include
time point and treatment*time point as fac‘g@ gggssociated p-value.

O &
Only the data prior to the date of randc@?i@@reatment discontinuation will be considered for
analyses of PEF. & @0
O

6.2.7.7 Asthma Control Questi&é}}aireﬁ exploratory variables

The 3 factor categorization of AGQ-7 (Improvement; No change; Worsening) will be analysed
using a logistic regression mogé,l adjusted for the same covariates as for the binary response of
ACQ-7, see Section 6.2.5.3\\%6 analysis will only include patients in the FAS who are

uncontrolled at baselineQ G, baseline ACQ-7 > 1.5).
N
The secondary anal@?s of the ACQ-7 binary response variable (section 6.2.5.2) will be

repeated and excfirtle patients who have remote Week 12 visits. This will allow an assessment
of variability Q())Fthe secondary endpoint due to potential COVID-19 impacts and to quantify
the impact\& missing question 7 data due to COVID-19 on the overall response. Data that are
exclud@\dt?rom the analysis due to patients having a remote assessment will be considered
misg'\(;% at random in the analysis, as opposed to being imputed as a non-responder.

X
@%.7.8 Asthma Control Questionnaire-5 variables

¢ The responder variable for ACQ-5 at Week 12 will be analyzed using a logistic regression
0)60 model in the same way as ACQ-7 (Section 6.2.5.2).

~
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The treatment effect for change from baseline in ACQ-5 will be estimated using a repeated

measures analysis in the same way as ACQ-7 (Section 6.2.5.2). Q;;\'OQ
W~
6.2.7.9 Asthma Quality of Life Questionnaire +12 and Pediatric Asthma Quality of QQ\\
Life Questionnaire Q(b
The responder analysis will be conducted in the same way as ACQ-7 (Section 6.2.5.2). %00

N

. . ., O .
The domain scores as well as the overall scores are calculated from the unweighted qrgt}tnetlc
means of the individual question scores. The treatment effect for change from base@ in
AQLQ+12 and PAQLQ overall scores up to Week 12 will be estimated in the se(lb way as

ACQ-5, using a repeated measures analysis. &
N
Change from baseline will also be tabulated descriptively for all study Vl,g‘tos for each of the

domains and the overall scores. Abe

Q)
As the PAQLAQ is not validated for children <7 years of age, dati‘fgr subjects who are aged 4
to 6 years will be excluded from the analyses of PAQLQ endRQ%ts.
)

X
Only data collected prior to discontinuation of randmli@\d;qreatment will contribute to
AQLQ+12 and PAQLQ analyses described abo&/)é2 ‘DQQ

6.2.7.10  Ventolin therapy ((,Q (Z*;\\,O
Change from baseline in Ventolin (relie therapy use will be compared with the mean value
of available data during the run-in po, @he study. The data will be analyzed using
analysis of covariance with treatmeﬁz," -7 at randomization (<1.5/>1.5), and prior ICS use
(Yes/No) as factors, and age and basgline daily number of puffs as continuous covariates. The
summary measure for the comparigdn of treatments will be the estimated mean difference,
presented with the correspondi&g\%% confidence interval.

Q

Additionally, a repeated méa(sbures analysis will be conducted on the change from baseline
Ventolin therapy partiti.@ed into 4-weekly time intervals across the randomized treatment
period. The analysis I@del will additionally include time point and treatment*time point as

factors. b\
fo@
6.2.7.11 fo}er eDiary variables
Asthma 1me/ night-time symptoms and night-time awakenings due to asthma, asthma

controlkdays, asthma symptom score (total, daytime and night-time) and symptom free days
will&€ compared with the mean value of available data during the run-in portion of the study.
T&e data will be analyzed using analysis of covariance with treatment, ACQ-7 at
&andomization (<1.5/>1.5), and pre-study background therapy (ICS, Non-ICS) as factors, and
e)o(’ age and baseline as continuous covariates. The summary measure for the comparison of
R

N
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treatments will be the estimated mean difference, presented with the corresponding 95%

confidence interval. ;\\'OQ
>

Y

o o . . Q

Additionally, a repeated measures analysis will be conducted on the aforementioned eDiary Q\

endpoints, partitioned into 4-weekly time intervals across the randomized treatment period. \QQ’

The analysis model will additionally include time point and treatment*time point as factor%_’\}o

&

Change from baseline will also be summarized for each subject by treatment group u.s@

descriptive statistics. Q"o\
g

: . : : - AN
Overall eDiary compliance will be summarized descriptively by treatment groqﬁ’and a
continuous endpoint. Additionally the subjects achieving <80% and >80% égzerall compliance

will be summarised descriptively by treatment group. ) \‘b\\'
N

R\
Only eDiary data collected prior to discontinuation of randomized ngatment will contribute to
the above analyses. K(b

)
N\
6.2.8 Subgroup analysis (5\\0
& &

6.2.8.1 Efficacy subgroup analysis

The assessment of treatment effect will also be @Qe @ted for all primary and secondary
endpoints in the stratification variables and @@1 sfinically important subgroups described in

Table 8. ?‘ ’\/
. O
Table 8 Subgroup Analysis OX 09
Group S Subgroup
O
Sex ’\g’} Male
N > Female
Age group (years) 0)0* Children: >4 - <12
O(\ Adolescents: > 12 - < 18
K
o,\\.rQ Adults: > 18 - <65
>:\.O Elderly: > 65
Pre-study back%&md therapy ICS
N4 Non-ICS
Baseling®CQ-7 <15
%\
é\\} >1.5
ihwk'mg Never
12’.
§\ Former
O
bo Region USA
,Q{\\o’ Non-USA
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For all subgroup analyses, if there are less than 30 subjects/events available within a subgroup
and at least 5 subjects with data available per treatment group under comparison, or the model ;\\'OQ
does not converge, then only descriptive (summary) statistics will be presented. Repeated .\\QQ’
measures analysis models will be tested under a compound symmetric covariance structure Q}QQ
before resorting to descriptive-only summaries. 0@0
For repeated measures analysis: trough FEV1, FEV1AUC0-6 hours and ACQ-7 a similar mc@‘eo-l, to
the overall population will be carried out but adding factors for l;rv.eatment-by-subgroug)Q
subgroup-by-visit, and treatment-by-visit-by-subgroup. The 3-way interaction wil]Q)Q‘{? used to
estimate the least squares mean of the treatment effect and its corresponding 95'@‘-1\21 by visit.

{
o)
For time to onset (15% increase in FEV1) on Day 1 and duration of respongg the summaries
. . S
and analyses will be stratified by subgroup. Nk

S
>
3
The dual-primary endpoint analyses of trough FEV1 and FEV1 AQ@O-G hours will be
additionally repeated under the crossed subgroups of ACQ-7 at g\z:geline and pre-study

background therapy. Interim analysis Q
O
>
No interim efficacy analyses will be conducted in spdly. Aside from the IDMC and

unblinded statistician/programmer supporting ae@niqgrelated to safety monitoring as per the
IDMC charter, the study is to be maintained @nde\@\umil all subjects have completed the

X
treatment period and until after the datab@\ a@ﬁ&en locked.

X ®
6.2.8.2  Safety subgroup analysis<) (b\’}\'

The following subgroup variables wi 1{@c0nsidered for safety analyses:

AN
[74)
Group 0?“ Subgroup
Sex A& Male
‘\‘& - Female
Age group (years) AQO\ Children: >4 - <12
A"o\)‘ Adolescents: >12 - <18
S Adults: >18 - < 65
Q
n\}(o Elderly: > 65
Region (s\\,\ov USA
a0 Non-USA
N
N
Q
\}Q&‘he following safety analyses will be repeated within the aforementioned subgroups:
O
60 e Number of patients (and incidence rate) with AEs during the randomized treatment
S p g
O eriod, by system organ class and preferred term.
A p y sy g P
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e Number of patients (and incidence rate) with SAEs during the randomized treatment

period, by system organ class and preferred term. Q;;\'OQ
. . N
6.2.9 Supportive analysis (ZSQ

6.2.9.1 Tipping point analysis o)
Tipping point analysis under the missing not at random assumption (MNAR) will be %0
conducted using multiple imputation. For subjects in the BDA MDI groups, and subj ec§Qn

AS MDI and BD MDI when comparing to placebo MDI, this method will impute m@ng
values post-study discontinuation for lack of asthma control assuming they were _@re likely

to have a worse outcome than as implied under the missing at random assumpki@h (MAR).

The tipping point analysis will incrementally penalize the missing data und@&ﬂe missing not

at random assumption until a non-statistically significant comparison is gserved in the
sequential testing strategy (Section 6.2.4). A(§

S

The MNAR imputation step >

S

The SAS procedure PROC MI will be used to impute missi;\@%ata. The MNAR assumption
will be applied by assigning a penalty (symbolicall ep@&nted as 9) to the imputed values of
the dual-primary endpoints of change from basel'qgui(n@)ugh FEV; and FEV1 AUCo-6 hours- A
larger penalty applied (6>0) will correspond gﬁl%de? imputed values. A penalty of zero
(6=0) corresponds to imputing results undg)@%ﬁl\/ assumption.

Q
In the MNAR imputation step, only thépo Otudy treatment discontinuation will be imputed
under a MNAR assumption if the redson. r discontinuation is due to a lack of asthma control.
Missing data occurring prior to treatrignt discontinuation, and missing data post-treatment
discontinuation which cannot be a Qli%utable to a lack of asthma control will be imputed under
a MAR assumption. Please referd section 6.1.2 for reasons for discontinuation due to lack of

efficacy. {\Q}Q

Whilst the above list ca@recﬂy link a randomized treatment discontinuation event as being
due to a lack of efﬁca@?, the list is not exhaustive. As a result, a sponsor review will be
conducted ona c ’égny-case basis to identify any additional discontinuation events which can
be attributed to, Q,Qlack of asthma control. The final review of randomized treatment
discontinua%@n reasons will be conducted prior to database lock and unblinding of the study.

X\
Missing&ta that are attributable to a lack of asthma control in the following treatment groups
will @mputed under the MNAR assumption:
<

X

¢~ e BDA MDI 160/180 ug QID (higher dose)
\}& e BDA MDI 80/180 ug QID (lower dose)
"+ BDMDI 160 ug QID
& e ASMDI 180 ug QID
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Each treatment group will be imputed separately and will include the conditional variables as

per the primary analysis: baseline FEV1, percentage reversibility to Ventolin, age, Pre- O
treatment with ICS and baseline ACQ-7 category. .\\QQ’
The data will be imputed using the fully conditional specification model; the following piece\QQ’
of example code would create 50 multiple imputed datasets under the MNAR assumption: %\}0
S
proc mi data=<<input dataset>> seed=1213 nimpute=50 out=<<output dataset>>; Q
O
* Impute each treatment group independently; Q(O\
by trtan;
Yy trtan .\3@
* Impute missing results at Baseline using baseline factors; (%)
fcs reg(yl = bfev revl age ICS ACQTBL /details); é
mnar adjust( yl / shift=<<DELTA>>); ** Apply the penalty to imputed B saQine results;
N
* Impute missing results at Week 4 using baseline factors; .(8\'
fcs reg(yZ = vl bfev revl age ICS ACQTBL /details); S

mnar adjust( y2 / shift=<<DELTA>>); ** Apply the penalty to imput Week 4 results;

* Impute missing results at Week € using baseline factors; (DQ
fcs reg(y3 = v2 bfev revl age ICS ACQ7BL /details); L
mnar adjust( y3 / shift=<<DELTA>>); ** Zpply the penalty ‘t@o_mpu:ed Week € results;

O

* Tmpute missing results at Week 8 using baseline fac:?;
fcs reg(y4 = v3 bfev revl age ICS ACQTBL /detai]ﬂ: O
e

mnar adjust( y4 / shift=<<DELTA>>); ** Apply t. v to imputed Week 8 results;

* Tmpute missing results at Week 12 using b(s)e_infggactors;

fcs reg(y> = y4 bfev revl age ICS ACQTBL ta" H

mnar adjust( y5 / shift=<<DELTA>>); ** &AL y(§7e penalty to imputed Week 12 results;

Y

var vl v2 y3 v4 v5 bfev revl age ICS ?%v
run; QO
Abbreviations: ACQ7BL = baseline ACQ-7 eateglgyt a; = age group; blfev = baseline FEV1; delta = assigned penalty (J);
ICS = pre-treatment with ICS; revl = perecentagh r.

ility to Ventolin.
ST
LN

The penalty assigned to the treatm%pgroups listed above will be assumed equal per iteration
of the tipping point analysis algtg@:u:n.

. : o
The MAR imputation stegfb
@)

The MAR imputation Q§$ will create 50 multiple imputed datasets under the MAR
assumption for the,@l owing treatment groups:

S
e PlacebgRDI

o BDMDI 160 ug QID!
* ASMDI 180 ug QID!

X
! Th&g}%will be additional to any imputed datasets produced in the MNAR imputation step.
X

ch treatment group will be imputed separately and will include the conditional variables
o(}) from the primary analysis model. As we are imputing these data under the MAR assumption,
O"  §=0is fixed.

&S
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The analysis step
&
The analysis step will comprise analysing each of the imputed datasets, 1 to 50, in the . 0‘5\'
sequence of the primary analysis. The following missing data assumptions which will be QQ\\
adopted at each stage can be seen in Table 9. \QQ’
"000
5
QO
0

Table 9 Missing Assumptions for Analysis _
Step in testing Treatment groups in comparison Missing data assuttiption

sequence
Change from baseline in FEV1 AUC0-6 hours 0ver 12 weeléso
1 AS MDI 180 ug QID MNAR x\
Placebo QID MAR
2 BDA MDI 160/180 ug QID MN{%S?
Placebo QID MAR
3 BDA MDI 160/180 ug QID &INAR
BD MDI 160 ug QID O MAR
Change from baseline in trough FF}S‘l at week 12
4 BD MDI 160 ug QID Q \\ MNAR
Placebo QID 1 ro 5 MAR
5 BDA MDI 160/180 ug Q@v \o MNAR
Placebo QID N MAR
6 BDA MDI 160/1 Z%g@‘ MNAR
AS MDI 180 ug Q) 3 MAR
7 BDA MDI 80/180 ¢ QID MNAR
Placebo QID & MAR
8 BDA MDI 80@%‘6 ug QID MNAR
AS MDI 18@g QID MAR
rz§\\\
An example of the SAS gdte which would be used for the analysis model for the imputed
datasets can be seen the following proc mixed code:
Ne
proc mixed data%(input dataset>>; *use the input dataset, including the
(%) correct combination of treatment groups and
Q)\} imputation methods as given in ;
by idwdata; * split analyses by imputed dataset;

clf¥s avisit trtp ICS ACQTBL;
el chg= base avisit trtp avisit*trtp age ICS ACQT7BL /ddfm=kr;
gpeated avisit /subject=usubjid type=un;
x " lsmeans trtp trtp*avisit/diff cl;

&bbreﬁaﬁom‘: ACQ7BL = baseline ACQ-7 category; age = age group, avisit = visit; base = baseline; chq = change; ICS =

()0 pre-treatment with ICS; trtp =type of treatment; usubjid = unique subject id;

60
N
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For each step, estimates and standard errors for the treatment differences will be output from
the analysis model procedure for each of the 50 imputed datasets. The analysis results are

combined to produce an aggregate p-value for each analysis step using Rubin’s rules (Rubin,
1987). The SAS procedure PROC MINANLY ZE will be used for this process, example code Q,QQ
below is provided as a reference.

Q
Q;}\\O
¥

Q
0C)

2
S

proc mianalyze data = <<treatment difference dataset>>;
modeleffects estimate;

stderr StdErr; \OQ

ods output parameterestimates = <<output dataset>>; Q"O
run; @

o*
Tipping point algorithm >
S
The tipping point analysis will be conducted by iteratively performing WAR imputation
step, the MNAR imputation step and the analysis step. §A®
N

The MAR imputation step will be conducted first and will impLge(%ll missing pre-treatment

discontinuation data, and post-treatment discontinuation datacﬁnder a MAR assumption
N

(6=0). >

A
Once the MAR step has been carried out, the p@re&ent discontinuation data due to lack
of asthma control for the treatment groups i@iﬁ\\{é‘\m Table 9 will be imputed under a
MNAR assumption (8 > 0). Due to the co@ e@ and number of comparisons between
treatment groups for this study, the pepaiy \@ be assumed to be equal across the treatment
groups which are imputed under th Ag? assumption.

O
Upon completion of the MAR and AR steps, the 50 multiple imputed datasets of complete

data will be analysed individuall&\fa‘nd aggregated using Rubin’s rule (Rubin, 1987) as
outlined in the analysis step aQ e.

v
The penalty in the MNA@'ep, o, will be initialised at O for the first iteration. If the null
hypotheses are rejectec\l}ﬁr steps 1-8 of the primary analysis, 6 will be incremented by 0.1 and
the algorithm will b@%’spea‘[ed until a 8 equal to 2 times the difference between the change
from baseline re@t of AS MDI 180 ug QID and Placebo QID is reached. The smallest
penalty which$ls to reject any of the null hypotheses specified in steps 1 to 8 of the primary
analysis (iw%on 6.2.4) will denote the tipping point and the algorithm can be stopped when

hi )
this ocg\m@

<
6,2\'.@2 Attributable estimand
Aalysis of the attributable estimand will be conducted in the FAS and will act as a supportive
Sranalysis to the dual-primary endpoint. Data that are missing due to treatment discontinuation
& will be imputed based on the 5th percentile of the reference group’s distribution if the reason

&\{\\0-’ is reasonably attributable to tolerability or lack of efficacy (see Section 6.1.2). Imputing based
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on the 5" percentile of the reference group will correspond to a smaller change from baseline
imputed value for the dual-primary endpoints.

For this supportive analysis the attributable estimand will repeat steps 1-8 of the primary
analysis (Section 6.2.4). Imputation of intermittent missing data will be under a MAR
assumption using the multiple imputation implementation with no penalty (6 = 0), as per t
tipping point analysis and creating 50 imputed datasets. Following this all post-treatmen‘é\
discontinuation data which are due to a lack of asthma control will be imputed based.@,r\ the 5
percentile of the corresponding control group relevant to each analysis step 1 to 8. @g?r this a
single imputation method will be used within each of the 50 datasets. Similarly g\‘sfhe tipping
point analysis step, the 50 imputed datasets will be analysed separately as perghe primary

O

analysis model and results will be combined using Rubin’s rules (Rubin, s’\k'@)

N
6.2.10 COVID-19 impacts R\

Denali is an on-going trial throughout the coronavirus disease 20 @COVID—W) outbreak. It
is important to be able to identify any potential intercurrent eve®ts due to COVID-19 and to be
able to quantify their impact on the efficacy and safety proffe of the study.

= ’\\O(b
6.2.10.1 Visits impacted due to COVID-19 Q}QQ
Any missed visits due to COVID-19 will be s agized by the scheduled visit that was
missed and treatment group and will prese@he ,@‘mber and percentage of patients in the full
analysis set with a missed visit due to C [8} . For each visit, the reason for missingness
will be further split into the followir@%@‘@ies as collected on the eCRF:

. Subject decision due to pand®mic concerns
. Pandemic related logist;gﬁ‘ssues
. Other §(°

Q

Similarly, visits that have §gen delayed, or completed remotely will be summarized
descriptively by treatm roup.
ptively by %\g@ group

A listing will be wWided to show the patient level information for all visits that have been
impacted by C\% D-109.

Q
6.2.10.2 Premature discontinuation due to COVID-19
Ifa suhl&t cannot continue with procedures and scheduled assessments due to COVID-19
postz ?ldornization, they will be withdrawn from the trial and will be asked to complete the
PBY. An additional field has been provided on the discontinuation of investigational product
((gCRF page to indicate whether or not the main reason for discontinuation is a result of

& COVID-19 complications.
O
9

N
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All premature discontinuations due to COVID-19 will be summarized descriptively providing

the number and percentage of patients in the full analysis set grouped by randomized ;\\'OQ
treatment. . o‘b
3

A separate listing of subjects who prematurely withdraw due to COVID-19 will be provided.\{\q’Q
The listing will detail the reason for withdrawal and relationship to COVID-19. The listingézf’
premature withdrawals due to COVID-19 will be based on the full analysis set. 5\

N
O
It is not expected that premature withdrawals will be related to randomized treatmeé{?\
Therefore, the missing data subsequent to withdrawal will be considered as mis(s?)ifl%’ at

random, in accordance with the efficacy estimand. S
N
6.2.10.3 Treatment interruptions due to COVID-19 . \,b\\-o
Treatment interruptions will be listed by patient and the length of eac@ose interruption that
are due to complications imposed by COVID-19. ‘bé

6.2.10.4 Assessments not done due to COVID-19 Spiromgt??r assessments

Any subject that has not performed serial spirometry asses@lents at a post-randomization visit
will be listed. The listing will provide the subject @,xthé&(’:heduled visit name and the
corresponding reason for the missed assessmenQ@etafzﬁlg how COVID-19 impacted the

missed assessment. The listing of missed Sp@@ data will be presented in the full analysis

set, ?g’} ‘&\/\,'Z’

O
Any missed spirometry data due to Q? I@%B is not anticipated to be related to randomized
treatment and as such, missed spiromc;@assessments will be considered missing at random,
in accordance with the efficacy esti@ld.
N

6.2.10.5 ACQ-7 data collect&(ﬁrﬂbemotely due to COVID-19

ACQ-7 data which is collect& remotely will not include the question 7 result of FEV| %PN.
As a result, a supportive giysis of the secondary analysis of responder status (section
6.2.5.2) will be repeat@%

assumed missing at\@?ldom in the analysis.

ut excluding the assessments collected remotely. This data will be

%)
Scheduled sa@{y assessments
@

Q
Any schedirled safety data, including clinical laboratory, pregnancy tests, ECG and vital signs
that argymissing due to COVID-19 will be listed for each subject. The listing will detail the
safgg@procedure missed and its relationship to COVID-19. The listing of missed safety
ssments will be presented in the safety analysis set.
$
&

bo
N
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6.2.10.6 Adverse events and serious adverse events due to COVID-19
All subjects with a suspected or confirmed diagnosis of COVID-19 will be listed. The listing
will present any AEs with either a suspected or confirmed relationship to COVID-19. The
relationship between an AE and COVID-19 will be determined by the investigator and QQ
appropriately captured in the eCRF. The listings will provide an indication of whether the AF@Q\
was Sserious or non-serious. (00
&
Listings of adverse events linked to COVID-19 will be based on the safety analysis 5‘5@0
N
6.2.10.7 Overall descriptive summary .\‘5@

Q
Q}\\'O
W

A high-level descriptive summary will be provided and grouped by randomlz@ treatment

group and total number of subjects (across treatment groups). The followné\frequenmes and

percentages of subjects in the full analysis set will be presented: (§®

3
Number of subjects affected by COVID-19 [# @
Number of patients with dose interruptions due to COV@ 19
Number of premature withdrawals due to COVID-19§>
Number of patients with any missed visit dug to Cgﬁ ID-19
Number of patients with a missing Week I vi Ddue to COVID-19
Number of subjects with any spirometrnot déne due to COVID-19
Number of patients with Week 12 s & not done due to COVID-19
Number of patients with any ACQ:] n@f\done due to COVID-19
Number of patients with Wee A& -7 not done due to COVID-19

. Number of patients with anyQ% performed remotely due to COVID-19

. Number of patients with Week\ ACQ-7 performed remotely due to COVID-19

. Number of subjects with cha;trcal laboratory not done due to COVID-19

. Number of subjects with@regnancy tests not done due to COVID-19

. Number of subjects \)}@ ECG not done due to COVID-19

. Number of subj ect&(\vith vital signs not done due to COVID-19

. Number of sub'QQs with COVID-19 related AEs

. Number of $@ects with COVID-19 related SAEs

oo N R LD -

._.._
—_ O

e e e
~N N L AW

[a] Defined as tgézhumber of subjects who meet at least one of the listed criteria in points 2-9.
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7. HANDLING OF DUPLICATE PATIENTS

In the event of identifying confirmed duplicate patients, the same patient may be included under
more than one patient identifier code (patient ID) in the raw data. The following types of Q\\

duplicate patient data will need to be accordingly handled in analyses of safety and efficacy: Q(b
¢

Q
;\\'O
N4

Type of duplicate
patient

N
3
S

Action

Randomized once with
one or more patient IDs
which were screen
failed.

Use data from the randomized patient ID for analyses of safety.@‘
efficacy. {\(0
g

o*
N

Randomized more than
once, either within the
same trial or
concurrently across

Exclude all data associated with randomized duplicathﬁﬁtients from

the full analysis set. ;\\'O
‘&\‘D

All patients who have been confirmed as du;&iﬁiﬁes will be included in

multiple PT0O27 trials. the safety analysis set. ‘DQ
S
N\
(5\'\0
°
P &
All confirmed duplicate patients identified i@e&ﬁ will be raised as protocol deviations and
will be listed. AV 2
> &
All patient data collected on confirm, u@ates will be present in the raw data and retained
in the SDTM and ADaM datasets. < 0:0
$
g
&
<
Q
v
Oé'
R
0%0
xS
S
9
Q)\}
N
)
\{\
o
N
N
o
$
@)
Y
R
N
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8. CHANGES OF ANALYSIS FROM PROTOCOL

Q
)
The following table provides a brief summary of changes of analysis from the protocol . 0‘2}\\'
Q

Version 1.0 ( finatised | I Q}QQ\

8.1 Baseline derivation %o§

The protocol text specifies that the baseline derivation will be based as the most recent, 1®n-
missing measurement prior to first dose of randomised study treatment, typically this;o@?ould
be the result recorded at Visit 2. If missing the result is taken from the screening pgﬁod.
However, due to patients not being sufficiently run-in at the screening visit, the@'sults
collected at this point will not be suitable values for baseline. As such for thi@ial, baseline
will be defined as the pre-dose value collected on Visit 2 (randomisation y§8it).
N

8.2 Changes to the primary analyses §4®
Analysis of the dual-primary endpoints of trough FEV; and FEVIAUCO0-6 hours has been
changed to be conducted where all treatment comparisons ex@»uode children (aged 4-11 years)
and then repeated with children included. The analyses ex¢fxding children will be considered
primary. QA Q\O

O S
The justification for this change is due to a sr@ﬁ)pgq)ortion of pediatric patients to be
enrolled, and the expectation that early droﬁ@ﬁg «ﬁll occur at a higher percentage in this age
group than compared to the adolescent/. g{@u\pulation.

X

&S
8.3 Stratiﬁcation%(«;@&rs recorded at randomisation

The stratification factors used to as.gé@\i patients to a randomized treatment group will be
adjusted for in the inferential mod@fs of this study. Clarifying text has been added to the SAP
to state that in any cases of mgg—stratiﬁcation, patients will be analysed according to their
assigned stratum in [IVRS/IWRS. As a sensitivity analysis, the primary endpoints will be
analysed using the actan@rata of patients.
N
8.4 @ﬁne to onset and duration of response FEV: endpoints

The endpoints fgftime to onset and duration of response (defined as a 15% increase from
baseline) on Pay 1 will be calculated using all spirometry efforts spirometry data, as opposed
to the besb“e?fort data which is used in the other primary and secondary analyses of spirometry
data. "@é\Justiﬁcation for this change is to allow for a more precise approximation for the time
in v@ﬁ\th the event is observed to have started.

X

N
0@(2’ 8.5 Exploratory analysis of ACQ-5 and ACQ-7 Changes from

00 baseline

&\{\\‘J ACQ-5 and ACQ-7 changes from baseline will be assessed as the following 3-level factor:
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e Improvement: (Week 12 — baseline) <-0.5

. &
e No Change: -0.5 < (Week 12 — baseline) < 0.5 .\\o‘b
K
e Worsening: (Week 12 — baseline) < 0.5 \Q‘Z?Q
O
N
The endpoint will be analysed using an ordinal logistic regression. Please see section 6.26(.6-7
for further details. ) OQ
2
8.6 Additional subgroup analyses &

N\
A
<
Exploratory analyses stratified by age have been specified to additionally repggsent the elderly
age population (> 65 years). ({;\'OQ
N

.

A subgroup focusing on USA vs non-USA patients has been speciﬂeg‘& an additional

subgroup. ‘bé
Subgroup analyses for adverse events have been specified (segSection 6.2.8.2).
)
<\ ’\\O(b
S &

81  COVID-19impacts O &

N
Additional analyses have been specified t (f(aaﬁ'y the impact of the Coronavirus outbreak
2019 (COVID-19) on the trial data. Ple@% 1;%@} to section 6.2.10 for full details.
SN
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