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CLINICAL STUDY PROTOCOL SYNOPSIS

A 12-week, Randomized, Double-blind, Placebo-controlled, Multicenter, ‘\\C’(b
Parallel Group, Phase III Study Evaluating the Efficacy and Safety of (\’OQ
PT027 Compared to PT008 and PT007 Administered QID in Adults andox‘ro
Children 4 Years of Age or Older with Asthma (DENALI) . (\O

International coordinating investigators

)
QY
Study site(s) and number of subjegts planned

Approximately 100 study site &?{ebanticipated to randomize 1000 adult and adolescent
subjects (>12 years of age&%ﬁ\t asthma. Subjects will be randomized 1:1:1:1:1 to 1 of 5
treatment groups. ApperQmately 200 subjects per group: budesonide/albuterol metered-dose
inhaler (BDA MDI)&87180 pg 4 times daily (QID), BDA MDI 160/180 pg QID, budesonide
metered-dose ingai%r (BD MDI) 160 pg QID, albuterol sulfate metered-dose inhaler (AS
MDI) 180 p%@D, or placebo MDI. In addition, up to 30 child subjects (aged 4 to 11 years)
with asth(%ﬁ;will be enrolled but will not receive high dose inhaled corticosteroid (ICS) and
will be @ndomized 1:1:1 to receive low-dose BDA MDI 80/180 ug QID, AS MDI 180 ug
QII\))’p\or placebo MDI. Approximately 2000 subjects will need to be screened, assuming an
Qﬁmated screen failure rate of 50% prior to randomization. This Phase III study is planned to

Qﬁ)e conducted globally.
&

Study design

This is a 12-week, randomized, double-blind, placebo-controlled, multicenter, parallel group,
Phase III study. The purpose of this study is to compare 2 dose levels of BDA MDI compared
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to its constitute components BD MDI and AS MDI on improvement in lung function and
asthma symptoms after 12 weeks of treatment in adults, adolescents, and child subjects, aged
4 years and older, with symptomatic asthma currently being treated with short/rapid-acting 2-

(\
adrenoreceptor agonist (SABA; eg, Ventolin) as needed (prn) alone or with low-dose ICS (b'\,\o
maintenance therapy plus SABA prn. Q’\\c’
R
Subjects meeting all entry criteria at the screening visit (Visit 1) will enter a 14 to 28-day 0(\,(\

screening (run-in) period. Only Sponsor-provided investigational product (IP) and Sponsork @
provided Ventolin to be used in response to asthma symptoms are allowed during the stgdy.
No other asthma medications are allowed during the study. Q)(@\

&

During the screening (run-in) period, subjects will self-administer single-blind@lgcebo MDI
QID and Ventolin prn for asthma symptoms only. Subjects will be trained @ instructed in
the use of an electronic diary (eDiary) and peak flow meter at Visit 1 to i;éé\(')rd protocol
required data into the eDiary twice daily. Eligible subjects will be r%&d%mized at Visit 2.

&’b
Objectives 9)
e
. . . . N\
Primary objective: Prlmar‘&endpgf;\t:
To demonstrate the contribution of budesonide Du@fr im@‘endpoints:
and albuterol in BDA MDI 80/180 ug and 0 o Changeﬁom baseling in FEV1 AUCO.6 hours OVer

160/180 ug administered QID by comparing with ‘((/ ;\}O 12 weeks

mono-components (BD MDI 160 ug, AS MDI 180 *  Change from baseline in trough FEV; at

ug) and placebo on lung function x|
\<<, N Week 12
Secondary objective: . \(\Q) Secondary endpoint:
"
To characterize the effect of BDA MDI 80 ug o The time to onset (defined as 15% increase in
and 160/180 ug administered QID o, & FEV; over the pre-treatment value on Day 1),
bronchodilation and asthma sym, s compared and duration of response on Day 1
to the mono-components (BD{M@] 160 ug, AS o Number (%) of subjects who have an Asthma
MDI 180 ug) and placebo QO Control Questionnaire-7 (ACQ-7) score of >1.5
(00 at baseline who achieve a clinically meaningful
<O improvement (a decrease of at least 0.5 units
%Qb from baseline) in ACQ-7 at Week 12
00 o Trough FEV;at Week 1
Safetyf\\@jectlve. Safety endpoints:
To o}aluate the safety and tolerability of BDA e AE/SAEs

[ 80/180 ug and 160/180 ug administered QID .

k. Vital signs (ie, heart rate, blood pressure only)
Ncompared to BD MDI (160 ug) and AS MDI (180

ug)

e FElectrocardiogram (ECG)
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Exploratory objective:

Exploratory endpoints:

To characterize the effect of BDA MDI 80/180 ug
and 160/180 ug administered QID on
bronchodilation and asthma symptoms compared
to the mono-components (BD MDI 160 ug, AS
MDI 180 ug) and placebo

Deteriorations of asthma

Incidence of severe exacerbations

Change from baseline in:

Trough FEV, at individual time points
FEV; AUCy.6 hows at individual time points

N

Peak change from baseline FEV; at Day 1 aig\%

Day 7 . O(\

e Morning and evening peak expiratory@
(PEF) @.\1@’

e Use of Ventolin therapy in res;&nse to asthma
symptoms . OQ

o Asthma daytime/night-tigde symptoms

Asthma Control Q es\t%naired (ACQ-5) and
responder analyg} t Week 12

Asthma Quaéy of Life Questionnaire +12 for
12 years@hi older (AQLQ+12)/Pediatric

4Asth\ uality of Life Questionnaire (PAQLQ)
,.OQ i@ge from baseline at Week 12
() (\'0 N
& 5
Target Subject Population ?9 &
Q O

N
ge@%here approved, >18 years of age for all other
countries, with a diagnosis of asthm .gs%leﬁned by Global Initiative for Asthma (GINA)
criteria with pre-bronchodilator F]%Lgf of >50 to <85% predicted normal value (subjects >18
years of age) and >50% predict&rbnormal value for subjects 4 to 17 years of age, where
approved, with demonstrateéﬁ-clinic FEV| reversibility to Sponsor-provided SABA will be

&

"QOQQ

Subjects must be fgking a stable dosing of asthma therapies (only prn SABA or stable
low-dose ICS i@bclddition to prn SABA) for at least the last 30 days prior to Visit 1 may be
eligible f%éh}s study.

S

Duséﬁ%n of Study/treatment

Male and female subjects >4 years

included.

(‘Sﬁg study will consist of 3 periods:
Q
&
00
60
R,
&8

A screening/run-in period (14 to 28 days).

e A 12-week treatment period.

CONFIDENTIAL AND PROPRIETARY 50f 142



Clinical Study Protocol Version 3.0, Amendment 2 Bond Avillion 2 Development LP
Budesonide/Albuterol (BDA) — AV004 06 July 2020

e A safety follow-up period: where a safety follow-up telephone contact (TC) will occur
2 weeks (x4 days) after the subject’s last dose of treatment (end-of-treatment [EOT]) or
premature discontinuation visit (PDV).

5
QY

The end-of-study is defined as the last visit of the last subject undergoing the study, therefore QQ\\
end-of-study will occur when the last subject has completed his or her post-study follow-up \(\Q’
TC. Subjects who discontinue IP will complete a PDV, and adverse events (AEs)/serious ,o\‘ro
adverse events (SAEs) will be followed up if medically indicated. (\6\

O

N
Investigational Product, Dosage, and Mode of Administration Q)(\%

BDA MDI is formulated as both micronized budesonide and micronized albutego?
co-suspended with spray-dried porous particles in a hydrofluoroalkane pro @ant The
co-suspension formulation ensures that subjects receive a consistent deh&&y of the drug from
each actuation of the MDL %\\(b
O
>
Only Sponsor-provided IP administered 4 times per day (QID) aid Sponsor-provided Ventolin
to be used in response to asthma symptoms are allowed durig@ the study. No other asthma
medications are allowed during the study. ~\ &
N4 &
At randomization (Visit 2), adult (>18 years geéand adolescent subjects (aged 12 - 17
years, where approved) who meet the el1g1bﬁ<(ty chiteria will be randomly assigned to 1 of the
following 5 treatment groups ina 1:1:1:1:1 {atlo.
N
>
e BDA MDI 80/180 ug QID (glvenééﬂ actuations of BDA MDI 40/90 pg per puff)
e BDA MDI 160/180 pg QID (%l@en as 2 actuations of BDA MDI 80/90 ug per puff)
e BD MDI 160 pg QID (glvaﬁ\as 2 actuations of BD MDI 80 ug per puff)
e AS MDI 180 pg QID (gf¥én as 2 actuations of AS MDI 90 ug per puff)
e Placebo MDI QID @ en as 2 actuations)
X
=)
<O
The maximun%&ily dosage of IP should not exceed 12 puffs per day.
S

Subj ects\%@?l be recommended not to take more than 8 puffs of Ventolin per day and advised
to coptact the investigator if their symptoms necessitate more than 8 puffs of Ventolin in a

dayy?
&

)
<
00\) Statistical Methods
&.\\gb Sample Size Calculation
K

A preliminary sample size calculation was based on historical trial data. A sample size of
600 subjects was initially proposed to provide 93% power to detect a difference in change
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from baseline in trough FEV at week 12 of 100 mL for comparisons of BD MDI versus
placebo MDI, BDA MDI versus placebo MDI, or BDA MDI versus AS MDI. This calculation
was based on a standard deviation of 210 mL obtained from the placebo MDI group of Study
PT008001 and an assumed dropout rate of 10% and 15% for active and placebo treatment
group, respectively, prior to Week 12.

Because the assumed variability from the lung function data has a large impact on the &
estimated sample size necessary to achieve a stated power, a blinded estimate of the variab#{&
of pre-dose trough FEV; at Week 12 was calculated. The review was performed once 44%% of
subjects had completed Week 12, and prior to the 600" subject being randomized. Tl{@\pooled
estimate of variability across treatment groups was used to re-calculate the proje power.

3

Decisions following the blinded sample size re-estimation ;\\OQ
The blinded sample size re-estimation was performed once 44% of suti\'ré‘c\ts had completed
Week 12. Based on the blinded estimate of variability, approximatg& 1000 subjects are
required in order to demonstrate 90% power. Consequently, the 6&21 number of randomized

adult and adolescent subjects has been increased by 400 to ‘l\('\QQO.

Randomization of approximately 200 subjects to e@f) t@g&%ent group will provide 90%
probability to detect a 100 mL difference in the c@mge rom baseline in trough FEV| at Week
12 for comparison of BD MDI versus placel@%l@} BDA MDI versus placebo MDI, or BDA
MDI versus AS MDI. This calculation is based on a standard deviation of 290 mL obtained
from the blinded sample size re-estin@ion erformed after 44% of subjects completed week
12 and an estimated overall dropou&ét&@ﬁ 1% prior to Week 12.

D

O
The sample size of 200 subjects pe&%’r\eatment group will also provide >99% probability to
detect a 130 mL difference in 1 AUCo-6 hours over 12 weeks for comparison of BDA MDI
versus BD MDI (effect sizezbgr AS MDI or BDA MDI versus placebo MDI should be
considerably larger). Tl%%alculation assumes 2% dropout prior to Week 1 and an effective
standard deviation 0f 90 mL obtained from the blinded sample size re-estimation performed

©
after 44% of subée@ts completed Week 12.
<

Approxima%eby6 1000 adults (>18 years of age) and adolescent subjects (12 - 17 years of age,
where approved) with asthma will be randomized 1:1:1:1:1 to 1 of 5 treatment groups
(appsoXimately 200 subjects per group: BDA MDI 80/180 ug QID, BDA MDI 160/180 ug

, BD MDI 160 ng QID, AS MDI 180 pg QID, or placebo MDI). In addition, where

Q)épproved, up to 30 child subjects (aged 4 to 11 years) with asthma will be enrolled but will not

0\)@ receive high dose ICS and will be randomized 1:1:1 to receive low-dose BDA MDI 80/180 pg

60
&)

QID, AS MDI 180 pg QID, or placebo MDI. Approximately 2000 subjects will need to be
screened, assuming an estimated screen failure rate of approximately 50% prior to
randomization. This Phase III study is planned to be conducted globally.
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A second blinded sample size re-estimation will be performed once approximately 65% of the
revised sample 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 impact
on COVID-19 with respect to lung function variability and dropout rates can be quantified
more accurately. Final total enrollment in the study will be confirmed following the second Q
blinded sample size re-calculation in order to ensure 90% power. (\@Q
O
The potential increase in sample size will be capped at 1300, a 30% increase above the rev(igs\@}
number of 1000 subjects. O
2
Q¥
Primary Efficacy Analysis Q).\‘}Q’

N
The first and second dual-primary variables, change from baseline in FEV éi? Co-6 hours, and

change from baseline in trough FEV; will each be analyzed using a repeg@ measures (RM)
linear model to compare treatment groups. The model will include basdfine FEV/, percentage
reversibility to Ventolin, and age as continuous covariates, and visif§'treatment, the treatment-
by-visit interaction, and prior ICS use (Yes/No) as categorical c6variates. Baseline will be

defined as the average of the pre-dose assessments collecte%\@l randomization (Visit 2).
“O
N
An unstructured variance-covariance matrix will & imp?emented. If this model fails to
converge, a heterogeneous Toeplitz (TOEPI}()/@/i]%@e fit.

Secondary Efficacy Analyses
A
The median time to onset (defined ag~ 1 ig% increase in FEV1) over the pre-treatment value at
randomization (Visit 2) will be co @ed among treatment groups using a Wilcoxon rank sum
test. Confidence intervals for the@tedian treatment difference will be calculated using the
Hodges-Lehmann method. Dg@criptive statistics for duration of response will be reported by
treatment group. Only the{sﬁ’oj ects who achieve the 15% increase in FEV1 within 30 minutes
post-dose will be inch@% in these calculations.

&

The treatment e for change from baseline in ACQ-7 will be estimated using a mixed
model RM (WRM) analysis. All data up to Week 12 will be included in the model, with
terms for.@e, treatment, visit, treatment™ visit, prior ICS use (Yes/No), baseline ACQ-7 score
and ba@é‘ine post-dose percent predicted FEV. Visit will be fitted as a categorical variable,
an(l)é}e variance-covariance matrix will be assumed to be unstructured. If the procedure does
Q‘é?converge, then a heterogeneous Toeplitz (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.
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Estimands

The primary estimand of interest is the efficacy estimand, defined as the effect of the

randomized treatment in all subjects assuming continuation of randomized treatment for the ;QO(\
duration of the study, regardless of actual compliance. This estimand could be considered as a ‘\\0(0
while-on-treatment strategy or a hypothetical strategy as defined in the draft International ,OQQ
Conference on Harmonization (ICH) E9 Addendum. 0(\,(\

2

The second estimand of interest is the attributable estimand, defined as the effect of treat@gnt
in subjects attributable to the randomized treatment. For this estimand, discontinuati(i@?f
randomized treatment for reasons such as tolerability or lack of efficacy is conside@gd a
negative outcome. This estimand is a mixture of composite and hypothetical stgitegies as

defined in the draft ICH E9 addendum. o)
QO
N4
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The following abbreviations and special terms are used in this Clinical Study Protocol.
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Abbreviation or special | Explanation ‘\\0
term QQ
>

ACQ-5 Asthma Control Questionnaire-5 bé\
ACQ-7 Asthma Control Questionnaire-7 \%
ACQ-TIA Asthma Control Questionnaire-Interviewer-Administered ,\0(\
AE adverse event Q)(\‘o

P\
AIT allergy immunotherapy < ®+
ALT alanine aminotransferase QQ‘

.\0
AQLQ+12 Asthma Quality of Life Questionnaire for 12 years and ol IS >
AS MDI (PT007) albuterol sulfate metered-dose inhaler A\\‘O‘
AST aspartate aminotransferase < fbo)
ATS/ERS American Thoracic Society/European Respir{g\torOy‘SOCiety
AUC06 hours area under the concentration curvg\frorr} 9@% hours
BD MDI (PT008) budesonide metered-dose inhag ) QQ\\
BDA MDI (PT027) budesonide/albuterol me%@d-g)(se inhaler
B-hCG B-human chorionic gonado6tropin
BMI body mass 1ndex(</ \\}
CFC Chloroﬂuoroca%bn (.E%pellant
EC Ethics Commitfs Gs?nonymous to Institutional Review Board (IRB) and
Independen}h&hics Committee (IEC)
ECG electroc&ﬁiggram
eCRF elex't@l;i‘c case report form
eDiary 9é&z,ctromc diary
EOT n"o\' end-of-treatment
ePRO Ob\v electronic patient reported outcome
)
FEV, 0\5% forced expiratory volume in 1 second
FvC (s\\\ov forced vital capacity
GCP X Good Clinical Practice
q Global Initiative for Asthma
\Qﬁ‘l'\/IP Good Manufacturing Practice

HL Hy’s Law
ICF informed consent form
ICH International Conference on Harmonization
ICS inhaled corticosteroid
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Abbreviation or special | Explanation
term
IDMC Independent Data Monitoring Committee Q
International If a study is conducted in several countries, the International Coordinating %\.\O
Coordinating investigator | investigator is the investigator coordinating the investigators and/or activities ’\\0
internationally. ,OQQ
1P investigational product J C}\
IWRS Interactive Web Response System 6\‘9
LABA long-acting f2-agonist 5,\0(\
~dose i N
MDI metered-dose inhaler _‘L,}Q,
MID minimal important difference A&Q’
MMRM mixed model repeated measures . OQV
PAQLQ Pediatric Asthma Quality of Life Questionnaire ns\(b\‘
PDV premature discontinuation visit AAU
oD
- &
PEF peak expiratory flow ’\‘}
PFT pulmonary function test O
. , S
PHL potential Hy’s Law A \'\\0(0
pm as needed @) QQ
QID four times daily (\//Q 0
RM repeated measures
SABA short/rapid—act%}ﬁZ—@enoreceptor agonist
SAE serious adverse eva@
SAP Statistical Al’{?_ \}s‘ Plan
SCS systemic é;\(&?:osteroids
SMART budes@ﬁ&e/formoterol (Symbicort); approved for maintenance and reliever
tl;gra?y
TBL QQ)tal bilirubin
6\.
TC <O telephone contact
ULN ,.Qb upper limit of normal
WBDC V7 Web Based Data Capture
O\'\)
&
S
@0
&
&
@)
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1 INTRODUCTION

1.1 Background
Bond Avillion 2 Development LP (Sponsor) is developing budesonide/albuterol sulfate (PT027;

hereafter referred to as budesonide and albuterol sulfate [hereafter referred to as albuterol] N

metered-dose inhaler [BDA MDI]) pressurized inhalation suspension in adults and children 4 @QQ
years of age or older with asthma. Please refer to the current Investigator Brochure for additionabé\

information. 6\"0
o)
Albuterol is a short/rapid-acting f2-adrenoreceptor agonist (SABA), inducing airway s&)@@\oth

muscle relaxation and reducing or preventing bronchoconstriction. Albuterol is apprg@ed in
many countries in multiple formulations for treatment or prevention of bronchocagstriction. In
clinical practice, albuterol is used as an as needed (prn) reliever therapy (Glot@ﬁnitiative for
Asthma [GINA] 2018). Albuterol is approved in many countries as salbutag}%l in multiple

formulations for the treatment or prevention of bronchoconstriction. (\g
>
Budesonide is a well-established anti-inflammatory corticosteroid @Tat exhibits potent
glucocorticoid and weak mineralocorticoid activity and is app,géged worldwide in orally inhaled
formulations for the treatment of asthma and chroni QB%tr@%ve pulmonary disease both as a
mono-product and in combination with a long/ragd-acting B2-agonist (LABA, formoterol).
,‘QO
In vitro studies have demonstrated that inhaled corticosteroid (ICS) agents potentiate the effects
of SABASs in reducing airway smooth muyscle gone (Mendes 2008) and can reverse adrenergic
receptor tolerance and desensitization @0 1 and Panettieri 2008). Clinically, similar functional
potentiation with combined ICSs and a&hﬁ\terol has been observed in patients with asthma for
functional measures of airway smoq,g?lbmuscle and airway blood flow (Mendes 2015). An
analysis of 425 asthma exacerbatiohs in patients from the Formoterol and Corticosteroids
Establishing Therapy Internit\i&al Study Group study (Tattersfield 1999) revealed that asthma
symptoms use were noted g¥er several days before the start of an asthma exacerbation; increased
reliever therapy (ie, albg@rol) followed a similar pattern, providing rapid bronchodilation to treat
the symptoms. Combthing albuterol with budesonide in the proposed BDA MDI combination
product should only provide rapid bronchodilation, but also treat worsening airway
inﬂammatio;a@y the addition of the budesonide component. Per current treatment guidelines
(GINA 2%&), ICS/formoterol maintenance and reliever can be used in patients with asthma.
Studieig»}) budesonide and a rapid-acting LABA (formoterol) as reliever therapy have
de@strated enhanced protection from severe exacerbations in patients already receiving
(gb%qbination therapy for maintenance without an increase in adverse effects (Rabe 2006; O'Byrne
¢2005). In addition, budesonide/formoterol as maintenance and reliever therapy or ‘SMART’
(available commercially as the Symbicort Turbuhaler [Symbicort] in the European Union and
other markets) significantly reduced severe exacerbation risk in pediatric patients (O'Byrne
2007).
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With SMART application, patients with asthma use Symbicort as maintenance inhalation
medication and also prn in response to symptoms. The simultaneous administration of
budesonide with formoterol when symptoms occur ensures that patients with asthma receive both
a rapid-acting bronchodilator for symptom relief and anti-inflammatory medication to treat their
persistent airway inflammation. BDA MDI would have added effect on improvement of lung
function and achieving asthma improvement beyond what is seen with albuterol and budesonide
alone. Current treatment guidelines (GINA 2018) recommend considering addition of low-dose \\,C"(\
ICS to SABA used as reliever medication as early as in GINA step 1 asthma (previously trea@d%
with SABA prn alone), broadening the range of asthma severity grades that would be trego@ by

both ICS and B2-adrenoreceptor agonist. Anti-inflammatory and bronchodilation co ent in
combination is expected to result with superior control and decreased risk of experﬁi@i‘éing
asthma symptoms. QO

&°
1.2 Rationale for study design, doses, and control gro\ms\s

This is a 12-week, randomized, double-blind, placebo-controlled, mw@t:nter, parallel group,
Phase III study in adults, adolescents, and child subjects, aged 4 y&}s and older, with
symptomatic asthma currently being treated with SABA prn a&@e or with low-dose ICS
maintenance therapy plus SABA prn. Q‘\ N

o

This 12-week Phase III study is a pivotal effica 1}\\®afety study for approval of BDA MDI
fixed dose combination product. This study is deésigned to investigate the benefit of 2 dose levels
of BDA MDI compared to its constituen components budesonide metered-dose inhaler (BD
MDI [PT008]) and albuterol sulfate m eda‘&ose inhaler (AS MDI [PT007]) based on
improvement in lung function and asth mptoms after 12 weeks of treatment. This study will
demonstrate the combination rule reqifed by the Food and Drug Administration according to
the 21 Code of Federal Regulatig&z'orjo.
O

Two dosage levels, of BDA&M%I administered 4 times daily (QID), 80/180 pg (given as
2 actuations of BDA M@QO@O ug per puff) and 160/180 pg (given as 2 actuations of BDA
MDI 80/90 pg per p@% are included in this study to support final dose selection for approval.
Children aged 4 t@@l years will only be randomized to the lower dosage level of BDA MDI
(80/180 pg Q%),)%r AS MDI [180 pug QID], or placebo MDI).

"

The treq{m(é\r'lt duration of 12 weeks for each subject, is considered to be an appropriate duration
to evabiate lung function benefit in asthma subjects. This is supported by a 12-week standard
trgdtment duration being assessed in Symbicort® (budesonide/formoterol fumarate dihydrate),
éfeo Ellipta (fluticasone/furoate and vilanterol), and Advair® (fluticasone/propionate/salmeterol)
600 lung function studies (Symbicort [Corren 2007 and Noonan 2006], Breo [Kerwin 2017], Advair

,Q{\\% [Kavuru 2000]).
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Two dose levels of BDA MDI will be used to evaluate the dual-primary efficacy measures
versus the mono-components BD MDI 160 ug QID and AS MDI 180 pg QID as active control
groups in order to demonstrate the combination rule and to compare efficacy outcomes.

Dual-primary efficacy measures have been selected to demonstrate the therapeutic contribution

of each component of the combination to the overall bronchodilator efficacy:
e Change from baseline in forced expiratory volume in 1 second (FEV1) area under the curv\tfo\\’
from 0 to 6 hours (AUCo.-6 hours) over 12 weeks QO
e Change from baseline in trough FEV| at Week 12 ({:o\o
)
&
1.3 Benefit/risk and ethical assessment O«Q’

This study consists of 12 weeks of treatment and 2 weeks of safety follow-u ‘&gigned to
evaluate the effect of BDA MDI on asthma symptoms and lung function.\\ms study with its
typical design for lung function studies is complementary to the AVOWANDALA study
evaluating the effect of BDA MDI on the occurrence of severe astlgn@exacerbations and is part
of the regulatory requirements for US registration of BDA MD{\éor an asthma indication. This
study has 2 active control groups (BD MDI and AS MDJ), al\@@a placebo MDI control group,
designed. SABA (Ventolin®) will also be provided t0) ac@Qubject prn in response to asthma
symptoms. Q/O ;QO
It should be noted that as part of this study design, some of the subjects who have not received
ICS before may be assigned to treatmepgvithBD MDI or BDA MDI. In addition, some subjects
who have been receiving low-dose ICS 1 (%e randomized to either placebo MDI or AS MDI (ie,
they will no longer be receiving ICS %@%ent).

o
To mitigate potential risks, all SU.Q_]@CtS will be closely monitored to ensure subject safety
throughout the study througll\&ange of mechanisms including:
@)

N
e Frequently evalua;giﬂay investigator during clinic visits at Weeks 1, 4, 8, and 12.

e  Subjects will ¥Wide information to the electronic diary (eDiary) including; asthma
symptoms sgifre, use of Ventolin prn in response to asthma symptoms, dosing of Sponsor-
provided @\eestigational product (IP, captured in eDiary in evenings only), and peak

expir flow (PEF) twice daily. In the situation where the subject’s symptoms and/or
Vergolin prn use has increased and/or PEF decreased over 2 days, an eDiary alert is created
§@§’ sent to the subject, the investigator site, and the Sponsor’s medical monitoring team.
@(’\\. his alert should initiate contact between the subject and the investigator site to determine

& the well-being of the subject.
6000 e The eDiary will be programmed to alert both the subject and study center to assess the well-

being of the subject and any possible asthma exacerbation.

e An Independent Data Monitoring Committee (IDMC) will be established to assess the
ongoing safety of the study.
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e The Sponsor’s medical team will have medical oversight of blinded data for continuous
subject safety evaluations.

The Sponsor considers the risk and benefit profile of Study AV004-DENALLI to be acceptable
when considering and assessing all non-clinical and clinical data available for study treatments.

COVID-19 2
Recent information from the American Academy of Allery Asthma and Immunology (AAAQAQ)
published on their website (https://www.aaaai.org/) on June 4, 2020 indicates that currepgy there
is no evidence of increased infection rates in subjects with asthma and that it is best tf\tg"get and
keep their asthma under control.” In the DENALI study, subjects are provided Vegt%lin for as
needed use and have their asthma symptoms closely monitored through daily ‘@}ary symptom
alerts provided to the investigator and medical monitors. The Sponsor belieQ@s that the benefit-
risk assessment for trial participants to enroll and continue in the study geﬁlains positive.
\(bo
O)
1.4 Study design N 0(5\\0
This is a 12-week, randomized, double-blind, placel@Qco@lled, multicenter, parallel group,
Phase III study. The purpose of this study is to cempare 2 dose levels of BDA MDI compared to
its constitute components BD MDI and AS M on*i}nprovement in lung function and asthma
symptoms after 12 weeks of treatment (Section 5.1.1) in adults, adolescents, and child subjects,
aged 4 years and older, with symptom a%ﬁha currently being treated with SABA prn alone
or with low-dose ICS maintenance therg\@%plus SABA prn.
2
Subjects meeting all entry criteria g(&‘l\jié screening visit (Visit 1) will enter a 14 to 28-day
screening (run-in) period. (\A

Only Sponsor-provided IP@ninistered 4 times per day (QID) and Sponsor-provided Ventolin to
be used in response to agthma symptoms are allowed during the study. No other asthma
medications are all&%d during the study.

Q

o
During the SC@%ing (run-in) period, subjects will self-administer single-blind placebo MDI QID
and Venton prn to be used in response to asthma symptoms only. Subjects will be trained and
instrucggd in the use of an eDiary and peak flow meter at Visit 1 to record protocol required data

int,({@le eDiary twice daily (Section 5.1.6).
QO
%)

ooﬁ%ligible subjects will be randomized at Visit 2.

60

At randomization (Visit 2), adult and adolescent subjects (age >12 years) who meet the
eligibility criteria will be randomly assigned to 1 of the following 5 treatment groups in a
1:1:1:1:1 ratio:
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e BDA MDI 80/180 pg QID (given as 2 actuations of BDA MDI 40/90 pg per puff)
e BDA MDI 160/180 pg QID (given as 2 actuations of BDA MDI 80/90 ng per puff)

e BD MDI 160 ug QID (given as 2 actuations of BD MDI 80 pg per puff) S
e AS MDI 180 pg QID (given as 2 actuations of AS MDI 90 ug per puff) \0(5\\
e Placebo MDI QID (given as 2 actuations) @QQ\
"ooé\
Children aged 4 to 11 will be randomized in a 1:1:1 ratio only to the lower BDA MDI QID (\6\
dosage, AS MDI QID, or placebo MDI QID. (:O\O

Q
xQ
Ventolin will be provided to all subjects for prn use in response to asthma symptmz@tvith a daily
dosing recommendation not to exceed 8 puffs per day. See Figure 1 for a graphécgl presentation
of the study schema and Table 1 for a list of study assessments and Table 2. fgi‘ imed

assessments at Visit 2 through Visit 6. \\‘bK
D
The study will consist of 3 periods: O&(b
. . . O
e A screening/run-in period (14 to 28 days). L P
) QS
e A 12-week treatment period. ®) QQ

e A safety follow-up period: where a safety WP TC will occur 2 weeks (+4 days) after
the subject’s last dose of treatment (end-of- featment [EOT]) or premature discontinuation
visit (PDV).

N\
&

The study will be completed when the %‘s? subject has completed his or her safety follow-up

telephone contact. Subjects who dis@“ﬁtinue IP prior to the end of the 12-week treatment period

will be withdrawn from the stl;r%?gd will be asked to complete a PDV, and adverse events

(AEs)/serious AEs (SAEs) v% e followed up if medically indicated.

(O)

R
9°Q

\Qe
@)
<&
&
S

N

X

&
N
&
S
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Figure 1 Study design
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Abbreviations: AS MDI=albuterol metered-dose inhal@ B DI=budesonide metered-dose inhaler;
BDA MDI=budesonide/albuterol metered-dose inhalg,’ N:’h}lmber; placebo MDI=placebo metered-dose inhaler;
PRN=as needed; QID=four time daily; R=randomization; SV=screening visit; W=week.

<S>
&
1.5 Study governance arsl\\@stersight
Z)
1.5.1 Independent data @nitoring committee

An IDMC will be establisheQ\‘éo assess the ongoing safety of the study. The IDMC will review
blinded data (open sessio) and unblinded safety data (closed session) to assess any safety
related reasons why thQQtudy should continue, be modified, or stopped. Closed sessions will
be supported by ths"enblinded statistician and responsibilities of the IDMC will be clarified
within a charte@&before initiation of the study.

The IDM@%hair and all committee members will be independent investigators/specialists
separ\ om the study team or contract research organization.
&

.é@ decisions made by the IDMC will be documented within written records of meetings and

((\Qﬁecommendation made to the Sponsor.
00

60
R,
&8
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2 STUDY OBJECTIVES
2.1 Primary objectives

Primary objective:

Primary endpoints:

To demonstrate the contribution of budesonide

Dual-primary endpoints:

and albuterol in BDA MDI 80/180 ug and * Change from baseline in FEV; AUCu.6 hows over

160/180 ug administered QID by comparing with 12 weeks R
mono-components (BD MDI 160 ug, AS MDI 180 *  Change from baseline in trough FEV at 6\%
ug) and placebo on lung function Week 12 S
é\v
)
X
o or
2.2 Secondary objectives o
QO

Secondary objective: Secondary endpoints: \,5\.\0

The time to onset (d@ﬁg\eli as 15% increase in

FEV | over the pr@¥seatment value on Day 1),

and duration&( response on Day 1

Number (&) of subjects who have an Asthma

Contrg@uestionnaire-7 (ACQ-7) score of 1.5
Qat @eline who achieve a clinically meaningful

O improvement (a decrease of at least 0.5 units

Q/O ;\}O from baseline) in ACQ-7 at Week 12
o Trough FEV;at Week 1

To characterize the effect of BDA MDI 80/180 ug .
and 160/180 ug administered QID on

bronchodilation and asthma symptoms compared
to the mono-components (BD MDI 160 ug, AS .
MDI 180 ug) and placebo

&
2.3 Safety objectives s’é‘o"
N4
Safety objective: ((\{b\‘ Safety endpoints:
To evaluate the safety and toler Qi}ity of BDA o AE/SAEs

MDI 80/180 ug and 160/1806Qg administered QID | o

compared to BD MDI (]g &) and AS MDI (180 o Clinical chemistry and hematology parameters

Vital signs (ie, heart rate, blood pressure only)

e X \O(o e  Electrocardiogram (ECG)
O
<
&
O
\QO
@)
&
&
N
N
)
&
O
60
R
/(0\
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24 Exploratory objectives
Exploratory objective: Exploratory endpoints:
To characterize the effect of BDA MDI 80/180 ug o Deteriorations of asthma
and 160/180 ug administered QID on e [Incidence of severe exacerbations
bronchodilation and asthma symptoms compared
to the mono-components (BD MDI 160 ug, AS Change from baseline in:

MDI 180 ug) and placebo

o  FEV; AUCp6 hours at individual time pointsoo

e Peak change from baseline FEV; at Dgé\Pand
Day 7 xQ

e  Morning and evening PEF &Q;\‘

o Use of Ventolin therapy in 6@0011% to asthma
symptoms . (5\\

N
e Asthma daytime/nig@me symptoms

e Asthma Control %stionaired (ACQ-5) and
responder anéﬂvsis at Week 12

e Asthma ‘%glily of Life Questionnaire +12 for
12 yegryrand older (AQLQO+12)/Pediatric

OQ Ast@r\a Quality of Life Questionnaire (PAQLQ)

o Trough FEV;at individual time points 5\9\:

ch&nge from baseline at Week 12
2

3 SUBJECT SELECT}ON;ENROLLMENT, RANDOMIZATION,
RESTRICTIONS, %%@%TMENT DISCONTINUATION, AND
STUDY TERMIN@ON

Each subject must meet all of &Ké\?nclusion criteria and none of the exclusion criteria for this
study. >

&
No study-related pro@ﬁlres may be performed before the subject has signed the Ethics
Committee (EC) Qgp(oroved Informed Consent Form (ICF)/assent form.

Q
3.1 elh%lusion criteria

For in%@‘sion in the study, subjects must fulfill the following criteria within the screening

perigst:
6\6

6\@(} Able and willing to provide written informed consent or sign age-appropriate forms;
00
60

&

subjects below legal age of consent must have parent(s) or guardian sign the ICF before
participation

2 Female or male aged >4 years at the time of informed consent. In the Czech Republic,
Germany, Serbia, Slovakia, and Ukraine only subjects >18 years will be included.
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3 Diagnosis of asthma as defined by GINA criteria with a documented history of the last
6 months prior to Visit 1

4 Receiving 1 of the following inhaled asthma medications with stable dosing for at least
30 days prior to Visit 1:

(a) Only SABA used prn
(b) Stable low-dose ICS (Appendix C, GINA 2018) in addition to prn use of SABA

The following defines the minimally acceptable documentation required to support 6\9

inclusion criterion 4: . \O(\

o Signed and dated notes from a referring physician, including name, do@gand
duration of the SABA or SABA with low-dose ICS (or names and g@"h'es, if used

as separate inhalers), if applicable, and/or QO

o Evidence of prescriptions for SABA or SABA with low-dos\%l%s, if applicable,
medications that demonstrate coverage for the duration sp@ified in inclusion
criteria ’OQ%

5  Pre-bronchodilator FEV; of >50 to <85% predicted normal Qalue for adults (>18 years of
age) and >50% predicted normal value for subjects aged® to 17 years after withholding
SABA >6 hours at Visit 1. If subject took SABj$or ity bronchodilator in the morning of
Visit 1, either the entire visit must be reschea@led Or just PFT assessment rescheduled.
Subjects 4 to 17 years of age who previ@y@led inclusion criteria 5 due to the upper
FEV limit will be permitted to re-screen once and will be required to meet all eligibility
criteria upon re-screening. RS

6 Demonstrate reversibility of air%~ \Qﬁmitation defined as a >15% increase in FEV,
relative to baseline after admin'é?%tion of Sponsor-provided SABA (Ventolin) at either
Visit 1 or Visit 1a. One re-te@tor reversibility testing is allowed within the screening
period prior to Visit 2 (g

7  Demonstrate accept@ie(bspirometry performance (ie, meet American Thoracic
Society/Europeag&spiratory Society [ATS/ERS]) acceptability/repeatability criteria
(Appendix K éﬁlrometry Assessment Criteria). Subjects 4 to 11 years will be eligible if
they provi%é2 acceptable / repeatable measurements.

o .. . . .
Taken é/%ntohn on >2 days out of 7 days prior to Visit 2

W(l\H)‘rEg and, in the opinion of the investigator, able to adjust current asthma therapy, as
O@quired by the protocol

{@Q Demonstrate acceptable metered-dose-inhaler (MDI) administration technique as assessed
((\@ by the investigator. Note: spacer use is not allowed throughout the screening and
Oc}) randomized treatment periods
o
&

& 11 Able to perform acceptable and reproducible PEF measurements as assessed by the
R

investigator
12 Body mass index (BMI) <40 kg/m?
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13 Willing to remain at the study site as required per protocol and complete all visit

assessments
14 Negative pregnancy test (serum at Visit 1) for female subjects of childbearing potential RS
15 Women of childbearing potential and sexually active in heterosexual relationships must . 0(5\'\
A\

agree to 1 of the following options to prevent pregnancy: QQ
>

(a) Practice complete abstinence defined as refraining from heterosexual intercourse &
during the entire period of risk associated with the study treatments. Periodic g\"o\\’
abstinence is not acceptable. The reliability of sexual abstinence needs to be OQO
evaluated in relation to the duration of the clinical trial and the preferred and@sual
lifestyle of the subject. Therefore, complete abstinence is an acceptable mvgégﬁod of
contraception only if it is consistent with the preferred and usual lifesgfle of the

: N\
subject. ’ RS

(b) If a female of childbearing potential agrees to prevent pregnan@}%y using 1 of the
following effective methods of birth control from the date i@ CF is signed until 2
weeks after the final dose of IP is taken: 60

i.  Hormonal contraception (eg, oral contracepti.\@, contraceptive implant, or
injectable hormonal contraceptive) -\ .\\(,(b
ii.  Double-barrier birth control (eg, aQOmbMation of male condom with either
cap, diaphragm, or sponge w@p&mlclde)
1ii.  Maintenance of a monogamous sexual relationship with a male partner who has
been surgically sterili@ by§/asectomy

(c) Note: Women are considercd t@;ge of nonchildbearing potential if they are
physiologically incapable ecoming pregnant, including any female who is 2 years
postmenopausal, or sur '\ally sterile, defined as having a bilateral oophorectomy,
hysterectomy, tubal @lgation, or other permanent birth control measures. For purposes
of this protocol, @,@ﬁopausal women are defined as women that are amenorrheic for
12 consecutiVQQnonths or more after cessation of all exogenous hormonal treatment.
Adolescentéspecific recommendations: if subject is female and has reached menarche
or has @Eched Tanner stage 3 breast developments (even if not having reached
mengfche), the subject will be considered a female of child-bearing potential.

16 Mal@@%bjects who are sexually active in heterosexual relationships must be surgically
stéile or agree to use a double-barrier effective method of contraception (condom with
\)?permicide) from the first dose of randomized IP until 2 weeks after their last dose. Male
@(’\\ subjects must not donate sperm during their study participation period.

0\)@ 3.2 Exclusion criteria
O
.\96 Subjects must not enter the study if any of the following exclusion criteria are fulfilled within
<& the screening period:
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1

10

11

12

Chronic obstructive pulmonary disease or other significant lung disease (eg, chronic
bronchitis, emphysema, bronchiectasis with the need of treatment, cystic fibrosis, or
bronchopulmonary dysplasia)

Systemic corticosteroids (SCS) use (any dose and any indication) within 3 months before
Visit 1
Chronic (>3 weeks) use of SCS within 6 months prior to Visit 1

Received any marketed (eg, omalizumab, mepolizumab, reslizumab, benralizumab, g\%
dupilumab) or investigational biologic within 3 months or 5 half-lives before Visit IOQO
whichever is longer, or any other prohibited medication ({'o\

<

Current smokers, former smokers with >10 pack-years history, or former smg&rs who
stopped smoking <6 months before Visit 1 (including all forms of tobacco&-cigarettes
[vaping], and marijuana) ;\\'00
Life-threatening asthma defined as any history of significant asth@%pisode(s) requiring
admission to an intensive care unit, intubation associated with ]@\percapnia, respiratory
arrest, hypoxic seizures, or asthma-related syncopal episode@?within 5 years of Visit 1

Completed treatment for lower respiratory infection within 6 weeks prior to Visit 1

>
Upper respiratory infection involving antibiotiQ’}re%’nﬂ’ent not resolved within 7 days prior
to Visit 1 O <

Hospitalizations due to asthma within 6@%11@139 prior to Visit 1

Have taken >12 actuations per day of Sponsor-provided Ventolin during the run-in period
prior to Visit 2 according to theéélo%:}riteria:

(a) =2 days out of 14 days of ru{@
(b) >3 days out of 15 to 21 c}baj% of run-in
(c) >4 days out of 22 or Q‘é;e days of run-in

Unable to comply wi@?tudy procedures including non-compliance with diary completion
(ie, <70% subject %pletion of diary assessments in the last 7 days preceding Visit 2 or
QID dosing, <§®% compliance during the placebo run-in period)

Clinically ‘1\1iﬁcant laboratory abnormalities, in the opinion of the investigator, or
having@aﬁ? of the following results at Visit 1:

(a) &Qerum creatinine value >1.5 times the upper limit of the reference range

gs&\ a serum total bilirubin value (TBL) >1.5 times the upper limit of the reference range

\((\ (c) aserum alanine aminotransferase (ALT) or aspartate aminotransferase (AST) value

&
00
9
,QQ\
13

>2.5 times the upper limit of the reference range

Note: Laboratory tests may be repeated once: if laboratory tests have to be repeated, the
results must be available for review before Visit 2 (randomization).

Any of the following results at Visit 1:
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14

15

16
17

18
19

20
21
22

23
24

(a) an abnormal electrocardiogram (ECG) that is, in the investigator’s opinion, clinically
significant

(b) a QTCr interval >480 ms (subjects aged >12 years)/>460 ms (subjects aged 4 to

oS
11 years, based on the Fridericia correction where QT.F=QT/RR%*?) 0(5\\0
Historical or current evidence of a clinically significant disease including, but not limited QQ\\
to: cardiovascular (eg, congestive heart failure, known aortic aneurysm, clinically s{\{b

significant cardiac arrhythmia, coronary heart disease), hepatic, renal, hematological, , ¢
neuropsychological, endocrine (eg, uncontrolled diabetes mellitus, uncontrolled thyr&fa
disorder, Addison’s disease, Cushing’s syndrome), or gastrointestinal (eg, poorly é\o
controlled peptic ulcer, gastroesophageal reflux disease) disorders. Signiﬁcang\*i@' defined
as any disease that, in the opinion of the investigator, would put the safety gfthe subject

at risk through study participation, or that could affect the efficacy or sgity analysis if the
disease/condition exacerbated during the study. R

Cancer not in complete remission for at least 5 years before Visi&’l\(b
Note: Subjects with squamous cell carcinoma of the skin, baqa@%ell carcinoma of the skin,
in situ carcinoma of the cervix, or localized prostate cancer are eligible, if in the opinion
of the investigator, the condition has been clinic&lly {gt‘ﬁ}olled and the subject’s
participation in the study would not represen@sa@ concern.

Hospitalization for psychiatric disorder@;oatb‘eﬁlpted suicide within 1 year of Visit 1

History of psychiatric disease, intellectual deficiency, poor motivation, or other
conditions if their magnitude isé{_mitjgﬁ informed consent validity

Significant abuse of alcohol or ch&@, in the opinion of the investigator

A known or suspected hyper%éh%itivity to albuterol/salbutamol, or budesonide and/or their
excipients I\

N
A scheduled/planned g@%italization during the study
Inability to abstai%@)m protocol-defined prohibited medications during the study

Using any herB@P products by inhalation or nebulizer within 2 weeks of Visit 1 and not
agreeing t%éiop during the study duration

Recew&&a live attenuated vaccination within 7 days of Visit 1

Cu@egtly pregnant or breastfeeding

25 oétudy investigators, sub investigators, coordinators, and their employees or immediate
\((\ family members, or employees of the Sponsor

<
0\)

27
28

Treatment with any investigational treatment or device in another clinical study within the
last 30 days (or 5 half-lives, whichever is longer) of Visit 1

Currently participating in any interventional study

Previously been randomized in this study or any other PT007 or PT027 clinical study. For
pediatrics, see inclusion criterion 4.
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Procedures for withdrawal of incorrectly enrolled subjects are described in Section 3.4.

33 Subject enrollment and randomization

Approximately 1000 adults and adolescent subjects (>12 years of age) with asthma will be

randomized 1:1:1:1:1 to 1 of 5 treatment groups (approximately 200 subjects per group: BDA 6{\@

MDI 80/180 pug QID, BDA MDI 160/180 pg QID, BD MDI 160 pg QID, or AS MDI 180

QID or placebo MDI). In addition, up to 30 child subjects (4 to 11 years of age) with astI@%

will be enrolled but will not receive high dose ICS and will be randomized 1:1:1 to regdive

low-dose BDA MDI 80/180 pg QID, AS MDI 180 pg QID, or placebo MDI. Apptp%imately

2000 subjects will need to be screened, assuming an estimated screen failure ratg of 50% prior

to randomization. This Phase III study is planned to be conducted globally{;\\ O

The investigator(s) and/or study personnel will: %\\(b&\

O

1  Obtain signed informed consent/assent (as applicable) froméh(gpotential subject and/or

their guardian/legal representative before any study spe%(ﬁc procedures are performed

2 Enter the subject data into the enrollment mo in\’gébve Web Based Data Capture
(WBDC) electronic case report form (eCRF)QS en@gle the allocation of subject
identification (Ecode) Q/Q 0

3 Determine subject eligibility (Sections 3.1 and 3.2)

4 Enter the information required tg&enabie the Interactive Web Response System (IWRS) to
initiate randomization and generatg$fie randomization code

O
Randomization codes will be assig&@ﬁ through IWRS strictly sequentially to subjects eligible
for randomization. If a subject \{d@hdraws from participation in the study, then his/her
randomization code cannot gﬁreused.

&

34 Procedl\g@cs) for handling incorrectly enrolled or randomized
subjegfs

Subjects who, &ﬁi?to meet the eligibility criteria should not, under any circumstances, be
randomiz@or receive IP. There can be no waivers granted from the Sponsor for any subject

not m@g inclusion or exclusion criteria.
X

V@?ge a subject does not meet all the eligibility criteria but is randomized in error, or
gMincorrectly started on-treatment, the investigator should inform the medical monitor assigned
> to the project immediately, and a discussion should occur between the medical monitor
P assigned to the project and the investigator regarding whether to continue or discontinue the
,Q{\\ subject from treatment. The Sponsor’s medical monitor assigned to the project must ensure all
decisions and protocol deviations, if any, are appropriately documented.
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3.5 Methods for assigning treatment groups

A randomization schedule will be generated by a designated statistical representative

performing statistical support for the study. This schedule will be prepared before the start of ;QO(\
the treatment period. The designated statistical representative will follow their established \\Q’b
standard operating procedures regarding generation, security, and distribution of the "bQQ
randomization schedule. Randomization will be centralized. 060

2

Randomization for adults and adolescents will be centralized and stratified by pre-study O
background therapy consisting of either ICS or non-ICS (subjects not previously treat@gvith
ICS), by Asthma Control Questionnaire-7 (ACQ-7; <1.5, >1.5), and by age (>12 t9\~&(7\, >18).
Children aged 4 to 11 years will not be stratified. O&Q’
Upon enrollment, subjects will be assigned a unique subject identiﬁcatio;igs‘c?ge (Ecode) which
is automatically generated by the electronic data capture system (RaVQwBDC) based on the
order of entry. Once it has been determined that a subject meets al Qﬁgibility criteria, the
subject information will be integrated into the IWRS (Randomizgdtion and Trial Supply
Management) for randomization. O

Q‘\ ’\\0(0
3.6 Methods for ensuring blindingd* R
The study blind is to be maintained until all@j asf have completed the treatment period and
until after the database has been locked. The study site receives documentation of subject
study identification and kit allocatior@lm%h the IWRS. The randomization code will not be
available, with the exception of unb¥ndi procedures described in Section 3.7, to the study
team, study center personnel, Spons@jb%lonitors, Sponsor project statisticians, or any other
personnel employed or affiliated zﬁtﬁh the Sponsor, as well as investigators and subjects until
after the database has been l%cg d.

>
The 5 different kit type§©<f\study IP are visually identical, protecting the blind through their
similarity in appeara%B%.

O
3.7 Ng&}lods for unblinding
O

The treats@&t blind should not be broken except in medical emergencies and based on the

investigtor’s clinical judgement when the appropriate management and welfare of the subject

re?w\es knowledge of the treatment allocation. Individual treatment details, for each subject,
il be available to the investigator(s) or pharmacists from the IWRS, if needed. If unblinding

treatment assignment of the unblinded subject. Routines for this will be described in the IWRS

user manual that will be provided to each center. The IWRS provides unblinding procedures,
if needed.

CONFIDENTIAL AND PROPRIETARY 31 of 142



Clinical Study Protocol Version 3.0, Amendment 2 Bond Avillion 2 Development LP
Budesonide/Albuterol (BDA) — AV004 06 July 2020

The designated representative retains the right to break the code for SAEs that are unexpected
and are suspected to be causally related to an IP and that potentially require expedited
reporting to regulatory authorities. Treatment codes will not be broken for the planned
analyses of data until all decisions on the evaluability of the data from each individual subject
have been made and documented.

With the exception of emergency unblinding as described above, all members of the study
team, investigators, and site staff will be blinded. The only individuals who will have acce%sﬁ
to unblinded information during the conduct of the study in advance of the primary outegme

database lock will be the unblinded statistician supporting the IDMC closed session Q})@@\lew
which will be performed in accordance with the IDMC charter. Q;\S'
N
©)
3.8 Restrictions . ;\\OQ

o
Subjects should be advised that marketed (eg, omalizumab, mepolizurg@\, reslizumab,

benralizumab) or investigational biologic treatments are not allow%@uring the treatment
period. Subjects requiring chronic SCS are excluded. o

O
Only Sponsor-provided IP and Sponsor-provided VQQtOli\lg&\)\ be used in response to asthma

symptoms are allowed during the study. No othex@th@ medications are allowed during the
study. Restrictions regarding concomitant me@caﬁ'gns are described in Section 7.8.
&R
Subjects should not take Sponsor-provided Ventolin <6 hours before a study visit (if Ventolin
is needed in the morning of a study &{gj,t, either the entire visit must be rescheduled or just
PFT assessment rescheduled). Q;b
N

2
Subjects should avoid strenuous e§5rcise for at least 30 minutes prior to a study visit.

Subjects should avoid havinga large meal at least 2 hours prior to a study visit.

@)
Subjects must not ing@?xanthine and/or xanthine analogue (caffeine)-containing foods and

beverages for at IQ@?6 hours prior to and for the duration of each in-clinic study visit.
Examples of 51@ products include coffee, tea, chocolate, and cola. Decaffeinated beverages
are accepta&l@.

"

Illicit\ehél\gs or drugs of abuse will not be allowed from Visit 1 to the end of the follow-up
telgpRone contact or to whenever the subject withdraws from the study. If any illicit drugs or
cdrugs of abuse are used by the subject during the study, the dates of use and the amount will
& be documented, and the subject will be discontinued at the discretion of the Investigator.
600 Medical marijuana is not an exclusionary drug if used for medical purposes, and there is no
R, change in the dose or frequency of consumption.

,QQ
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3.9 Treatment discontinuation by subject and/or Sponsor

Subjects may be withdrawn from the study at any time at their own request, upon request of

the investigator, or by the Sponsor at any time or for any reason. The subject or his/her ;\30(\
parent/legal representative is free to discontinue treatment at any time, without prejudice to \\Q(b'
further treatment. Other reasons for IP discontinuation may include: "bQQ

&
e An AE considered to jeopardize the safety of a subject participating in the study ‘\(o\\,

e Subjects who suffer 1 severe exacerbation should be considered for discontinuation }
Sponsor and the investigator decide that it is in the best interest of the subject to (\é\o
discontinue randomized treatment and withdraw from the study .\‘}Q’

¢ In the opinion of the investigator, the subject is non-compliant with the Cltﬁi%al Study
Protocol (eg, post-enrollment eligibility violation, failure to adhere to Q@?ing compliance)
or is lost to follow-up and no alternative contact information is avag@ble (this implies that
at least 2 documented attempts have been made to contact the s&k;]ect)

e [f female subject becomes pregnant, the subject will autom@c%lly be discontinued from

IP .
\O
e In subjects who have elevated liver enzymes an&%r ALT >3 times the upper limit of

normal (xULN) and total bilirubin >2xULN @e, nﬁ%ting the criteria of at least potential
Hy’s Law), IP will be suspended until t 'V@Qotest values return to the normal range. If
the AST, ALT, or total bilirubin reach these elevated levels again, after recommencement
of IP, the subject will be discont@ed \\Jgom [P and withdrawn from the study.

Subjects who discontinue IP prior tonh%gﬁd of the 12-week treatment period will be
withdrawn from the study and will l%\\gsked to complete a PDV, and AEs/SAEs will be
followed up if medically indicaigg\\l‘

A subject that decides to %i\@%%ntinue IP will always be asked about the reason(s) and the
presence of any AEs. Ifé]bssible, they will be seen and assessed by an investigator(s). AEs and

SAEs will be follow,gtﬂlp (Section 6); eDiary and all IPs should be returned by the subject.
O

x§
3.10 S termination
ey

If the Spoggbr, investigator, study monitor, IDMC, or regulatory officials discover conditions

arising(@Jring the study that indicate that the subject’s safety and/or scientific value of the

stud§? and/or quality of the IPs have been compromised, the study may be halted or the study
ter’s participation may be terminated. Ongoing subjects will be discontinued from the

((\Q’ study and assigned to receive treatment as per local standard of care.

Conditions that may warrant termination of the study include, but are not limited to, the
following list:
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e The study may be stopped if, in the judgement of the Sponsor, study subjects are placed at
undue risk because of findings that:

- are considered significant S
N
- are assessed as causally related to IP \\0’5\
- are not considered to be consistent with continuation of the study @QQ
e The discovery of an unexpected, serious, or unacceptable risk to the subjects enrolled in 0&
the study c‘)\%
e A decision on the part of the Sponsor to suspend or discontinue testing, evaluatio%@?
development of the IP for any reason \Q,(\
Conditions that may warrant termination of a study center’s participation inclug@,@out are not
limited to, the following list: o)
QO
NS
N
e Failure of the investigator to enroll subjects into the study at an a@})table rate or within
an agreed timeline ,b(\

e  Failure of the investigator to comply with pertinent govemi@é body regulations

e  Submission of knowingly false information frog‘tthq a@‘éarch facility to the Sponsor,
study monitor, medical officer, or regulatory@ic'gﬁ\

e Insufficient adherence to protocol requir@ents

QO
Regardless of the reason for terminatygn, all data available for the subject at the time of
discontinuation of follow-up must b@Te&& ed in the eCRF. All reasons for discontinuation of
treatment must be documented. N
&
In terminating the study, the Spghsor will ensure that adequate consideration is given to the
protection of the subjects’ ipferests.

&
(@)
Study termination ang@llow-up will be performed in compliance with applicable governing
body regulations. O(o
6‘\.

3.11 Sﬁg}een failures

Q
Screeni@‘%ailures are subjects who do not fulfill the eligibility criteria for the study, and
ther%&)?e must not be randomized. These subjects, who have a reason for not enrolling to the
st@dy, should be recorded as ‘Screen failure’. Subjects who are screen failures will not be re-

¢Screened with the exception of children and adolescents who screen-failed because they did

not meet the now obsolete upper FEV1 % predicted limit. Children and adolescents who
previously failed to meet the upper FEV1 % predicted threshold, but who met all other
eligibility requirements, may re-screen once. Upon re-screening, these subjects must meet all
eligibility requirements in order to be randomized.
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4 STUDY PLAN AND TIMING OF PROCEDURES

Table 1 presents study assessments and procedures and Table 2 presents timed assessments at s’go(\
Visit 2 through Visit 6. Repeat assessments, if needed, will be captured in unscheduled visits. ‘\\c’q>
&
General Considerations oé\
2

e For subjects who inadvertently took IP, SABA, or any bronchodilator in the moming\&
any study visit, either the entire visit must be rescheduled or just PFT assessment éo\o
rescheduled. xQ

e  Subjects must not ingest xanthine and/or xanthine analogue (caffeine)-con Qﬁlng foods
and beverages for at least 6 hours prior to each study visit and for the dugation of each
study visit. Examples of such products include coffee, tea, chocolate@hd cola.
Decaffeinated beverages are acceptable. \\fb*

e Subjects should avoid having a large meal at least 2 hours pri9§§$ a study visit.

e  Subjects will be required to return to the clinic at approximagely the same time at Visit 2
for all treatment visits (+2 hours) and dosing time shouldmot exceed 10:00 AM and
pulmonary function tests (PFTs) should be co letwlthin +1 hour of Visit 2. Subjects
will be required to remain at clinic until compigti f all protocol-defined assessments.
In order to minimize diurnal variance, sitgg should make every effort to assess subjects at
the same time throughout the study. <& O

e [P should be taken in the morning upon waking, and then distributed equally throughout
the day with the final dose take%@fo@going to sleep. The evening before clinic visits,
subjects should be advised to take Q@last dose at 22:00 £2 hours.

e To ensure dosing time standar @é\ion, it is recommended that sites encourage subjects to
maintain a dosing schedule cgisistent with their in-clinic dosing time and that sites call
the subjects on the day befote a scheduled visit to remind the subject of the following:

— To take their last<Q@(s\e the evening before the scheduled visit

—  To withhold \@Q?nhaled medications (oral and intranasal) for at least 6 hours prior to

PFTs O"O
X
- To br@i@% their study medications and eDiary with them to the clinic
Site person@é} will instruct subjects not to take any inhaled medications, without site
personngt permission, during a visit until all study procedures have been completed, and the
sub&@?is discharged. Site personnel should take every precaution to prevent subject use of

agfhima medications during the test day. Site personnel may request the subject to surrender all

&P and Ventolin prior to the visit start before performing any study procedures and return the

IP and Ventolin to the subject at the end of the visit when all study procedures are completed.
Subjects will be asked to abstain wherever possible from using Ventolin during study visits. If
a subject is experiencing severe symptoms and requires Ventolin in response to asthma
symptoms at any time during a test day, site personnel must note the time and justification of
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use in the subject’s chart and all subsequent spirometry assessments should be stopped.
However, safety assessments should be continued at the discretion of the investigator.
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Table 1 Study assessments and procedures 2
()
PDV \O(\
Screening (run-in)® Double-blind Treatment Period (if Q%'afety Follow-up TC
applicable) _\‘}Q)
. . 4
Visit 1 (1/1a) 2 3 4 5 6 OK (2 weeks [+4 days] after
Week Adto-2 0 1 4 8 12 ‘\OQ treatment discontinuation)
Day {5\
-28 to -14 1 7+2 28+2 56+2 84+2 Qb
Informed consent X (bo\\
o S
Eligibility criteria X X
3 Qﬁo

Routine clinical procedures 4 (\00

Medical/surgical history C’Q QQ

(including any on-study X X X YQ X X X

medical/surgical procedures)® Q/ ,‘\\‘3

Demography X

Physical examination’ X Qg/ @0\ X X

&
Concomitant medications X X @ X X X X X
>
SABA reversibility test® X R 6\
XA
Safety measurements (\.o
\w)

Vital signs (HR and BP only) X OQQX X X X X X

12-lead ECG X0 o X X X

Adverse events X 06 X X X X X X X
Pregnancy test" Q)Q(O X X X X X X

Safety laboratory assessments O\‘O X X X

(clinical chemistry, hematology) \(\

6\\)
X
)
&
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&
\J
PDV¢ S:O
Screening (run-in)® Double-blind Treatment Period (if Sa({@ ollow-up TC
applicable) %\0
Visit® 1(l/1a) 2 3 4 5 6 \@92 weeks [+4 days] after
Week dt0-2 0 1 4 8 12 < 5\' treatment discontinuation)
©)
Day -2810-14 1 742 28+2 56+2 84+2 \00
20
Efficacy measurements N
Spirometry (FEV1)! X XQ%
>
ACQ-5 O\X
ACO-7 X X X X X (5’\\0 X X
= N

AQLO+12/PAQLQ X X QQ dQ X X

Review of PEF, use of Ventolin Q

therapy, asthma daytime/night- Q, ,‘\\‘3

time symptoms, night-time X X X X X X

awakenings due to asthma

symptoms Q/ 0’\,

Dispense/collect eDiary (AM3+) X Q~ q %> X X

N
Review compliance with eDiary X Q X X X
D

Investigational product administration ((\

IP compliance >i\'®<\ X X X X X

Randomization QQQ

[P (dispense/collec)" 4 B c/d c/d c/d c/de c/dr

X
. . O

Ventolin (collect/dispense) d\)%e’ o/d! o/d! /d! /d! c c

Ventolin administration \‘OQX

(recorded in MasterScope) (\O

IP administration (recorded in

MasterScope)” ((\\ i X X X X X X

"
)
&
38 of 142

CONFIDENTI/&)S&ND PROPRIETARY

&
N



Clinical Study Protocol Version 3.0, Amendment 2 Bond Avillion 2 Devq}bpment LP
Budesonide/Albuterol (BDA) — AV004 Q c()6 July 2020
N

2
&

Abbreviations: ACQ-5=Asthma Control Questionnaire-5; ACQ-7=Asthma Control Questionnaire-7; AQLQ+12= Asthma Quality of Life Questionnair@%’ 12 years and older;
p-hCG= f -human chorionic gonadotropin;, BP=blood pressure,; c= collect; d=dispense; eDiary=electronic diary; ECG=electrocardiogram; FEVz~orced expiratory volume in
1 second; HR=heart rate; IP=investigational product, PAQLQ=Pediatric Asthma Quality of Life Questionnaire; PDV= premature dzscontmuatlo@\wszt PEF= peak expiratory
flow; QID=4 times daily;, SABA=short/rapid-acting p2-adrenoreceptor agonist; TC=telephone contact; V=visit %\

“ Repeat assessments/visits, if needed, will be captured in unscheduled visits. Q)(\

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

applicable. <
¢ Planned end-of-treatment (EOT) will occur at Visit 6. 9
d Subjects who prematurely withdraw (withdraw pre-week 12) from study treatment will undergo a PDV. \0Q

€ Details of any surgical procedures occurring during randomization and the treatment period will be also recorded. \(5\'

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

g

Demonstrate reversibility at Visit 1, with an increase in FEV1 >15% relative to baseline after administration of Sp §0r -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, zfneededrgaa only 1 reversibility re-test permitted prior to
randomization (Visit 2).

h A serum pregnancy test (f-hCG) will be performed at Visits 1 and treatment discontinuation (EOT) or PDVane B-hCG test will be performed at all other visits (for women
of childbearing potential only).

i Pre-bronchodilator (Visit 1/Visit 1a)/ Pre-dose (Visit 2 onwards) FEV| will be measured lni(e mo; effbg 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 FEV of 250 to <85% predlcted ue for adults (=18 years of age) and >50% predicted normal value for
subjects aged 4 to 17 years afier withholding SABA >6 hours (at Visit 1 or Visit 1a, if applica 1f ect 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 1, pre- and post- dese will be with respect to administration of Sponsor-provided bronchodilator (Ventolin).
From Visit 2 onwards, pre- and post- dose measurements will be with respect to admin@io@ IP.

J The eDiary (AM3+) will be dispensed at screening.

K All subjects will be assigned placebo during the run-in period for dosing QID. Compliance to dosing should be reviewed prior to randomization.

! Ventolin usage to be reviewed at each collection/dispensing visit usi iary. lacement kit dispensed as required. The actuator should be cleaned once per week if used
in the last 7 days according to instruction summarized in Appendix J, Mete& eﬁp ler Handling and Cleaning.

n IP should be taken in the morning upon waking, and then distributed equ hroughout 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®ours. 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‘alr e last 7 days according to instruction summarized in Appendix J, Metered-dose Inhaler Handling

and Cleaning.
" 1P will be dispensed at Visit 6 and PDV for performance of FEK@easurements 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 accountabilityrb(\

&

X
0%

X
QO
<
5
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Table 2 Timed assessments at Visit 2 through Visit 6 and Premature Discontinuation Visit ,\9\\’
(@)
Q
Pre-Dose P Post-Dose éo
Dose N
Clinical Variable &
-60 -30 0 min Smin | I5min | 30 min | 45 min | 60 min 120 240 300 360
min min min 3& min min min min
L ] a Q
IP Collection X ;QO
IP Dispensing' X m\(b
IP Dosing’ X (‘\ﬁ
Questionnaires O\{b
ACQ-5 .
ACO-7 x® rz’;\\o
AQLO+12/PAQOLQ Q4~ NN
) - . AN
Review of Electronic Diary X
Vital Signs® xad <<>) "QO
12-Lead ECG Xwe
Clinical Laboratory af Q/ 0\
: X .2
Testing A
Spirometry (FEV )% X X X . Q}} X X X X X X X X X

Abbreviations: ACQ-7=Asthma Control Questionnaire 7, AQLO+12= Asfpina Quality of Life Questionnaire for 12 years and older; ECG=electrocardiogram; FEVi= forced

expiratory volume in 1 second; IP=investigational product; min =mim@' PAQLQ=Pediatric Asthma Quality of Life Questionnaire; PDV= premature discontinuation visit
Note: Time point for dosing is regarded as ““0 minutes”. When d
vital signs, ECG, clinical laboratory assessments, and spirome{gy.

a.

C.

possible.

Pre-dose vital signs (heart rate, blood pr
¢ Pre-dose ECG will be collected at Visj

Laboratory tests may be perfor

& Every effort should be made

between 06:00 and 10:00
of IP (Table 3). X,
Q

<8

N
CONFIDENTI/%DS&ND PROPRIETARY

9
N

This is not a timed assessment. Sites should plan to p
b Questionnaires (ACQ-5, ACO-7, AOLO+12, and P.

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

rm these activities to allow for collection of timed spirometry.

Q) are collected at all visits (except Visit 3 AQLQ+12, and PAQLQ).

re) will be collected twice, at least 5 minutes apart.

Y Visit 6, and PDV only, or as clinically indicated.

All clinical laboratory tests (hemaiplSgy and chemistry) will be assessed approximately 60 minutes prior to dosing at Visit 6 in advance of first spirometry measurement.
at all other visits as clinically indicated.

Vital signs should be started (approximately 5 @ minutes) ahead of the specified time point to ensure spirometry will be conducted as close to the specified time points as

ssess subjects’ trough pre-dose and post-dose FEV at the same time throughout the study. Pre-dose FEV will be measured in the mornings
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procedures.

assessments. IP will be dosed before 10:00 AM following pre-dose FEV measurements at each visit.
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At the start of each treatment visit, subjects must withhold all asthma medications, including Sponsor-provided Ventolin for at least 6 hours prior, taﬁart of test day

S

Dispense new IP to subjects for on-site dosing after trough pre-dose FEV1 measurement and for subsequent at-home use following the comp&@bn of all post-dose
A\
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4.1 Screening and enrollment period

Procedures will be performed according to study assessments and procedures presented in
Table 1 and Table 2 for timed assessments at Visit 2 through Visit 6. The screening period will
be 14 to 28 days. At screening, consenting subjects are assessed to ensure that they meet
eligibility criteria. Subjects who do not meet these criteria must not be enrolled in the study.

X
Subjects meeting all entry criteria at the screening visit (Visit 1) will enter a 14- to 28-day %\}c"

screening (run-in) period. Subjects will discontinue their usual asthma medications at Visiﬁt\ 6\

O
The study procedures carried out during this period will include medical and surgicalgﬁ}cs}tory,
demographics, physical examination (including height, BMI, and weight), conconpﬁ'nt
medications review, Sponsor-provided Ventolin reversibility test (reversibility fust be
demonstrated at either Visit 1 or Visit 1a; Visit 1a will be used for re-testing3f needed; with
only 1 reversibility re-test permitted prior to randomization [ Visit 2]), \Q@ signs (heart rate,
blood pressure only), 12-lead ECG, AEs, serum pregnancy test, blooéb\samples for hematology
and clinical chemistry, FEV determination, Asthma Control Qugstionnaire-5 (ACQ-5), Asthma
Control Questionnaire-7 (ACQ-7), dispensing/collecting eDi%@, dispensing Ventolin, and
administration of single-blind placebo MDL < \\Q(b

At Visit 1, placebo MDI and Sponsor-provided-yentolin prn to be used in response to asthma
symptoms will be dispensed; during the scre&ng‘@%n—in) period, these will be the subject’s
only asthma medications. At Visit 2, compliance to placebo MDI dosing in screening (run-in)
will be assessed by review eDiary cogipletion as specified in the exclusion criteria. Ventolin
usage will be assessed at Visit 2 and su@cts using prohibitively high Ventolin usage as
specified in the exclusion criteria wﬁil_l?}}e screen-failed.

>
Demographic data and other ¢ éa\cteristics will be recorded and will include the age and year of
birth; gender, race, and/or g{ﬁhicity according to local regulations; alcohol consumption, and
smoking history. P
g history \)QQ
A standard medicgi®medication, and surgical history will be obtained with review of the
selection crite&iﬁwith the subject.

@
4.2 Qo\mandomization/treatment period

X . . .
Prﬁgﬁures will be performed according to study assessments and procedures presented in
gq e 1 and Table 2 for timed assessments.

Q

oY Only Sponsor-provided IP administered QID and Ventolin prn to be used in response to asthma

60
Ni

symptoms are allowed during the treatment period. IP should be taken in the morning upon
waking, and then distributed equally 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 hours.
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At Visit 2 onwards, both IP and Sponsor-provided Ventolin should not be administered
<6 hours prior to lung function testing (if Ventolin is needed within 6 hours of a study visit,
either the entire visit must be rescheduled or just PFT assessment rescheduled).

(\

O

QO
At randomization (Visit 2), eligible subjects will enter a 12-week double-blind treatment period. .\\c,’b
The planned end-of-treatment will occur at Visit 6, the end of the 12-week treatment period. ,OQQ

&
Dispensation of IP: &
S

New IP will be dispensed to subjects at each visit where FEV| measurements are taken gﬁ the
new IP should be used in advance of all post-dose measurements. To allow for prop@(\
preparation of IP, it is recommended that the seal around the study day treatmentﬁbb.\;( is opened
15 to 30 minutes prior to dosing and the instructions for administration of IP f@l?owed:

&
e After IP is primed and ready for use, provide assigned IP to subjfé?
&
e Administer IP at the clinic Oﬁrb
e Complete post-dose assessments Q’;\\O
A ©
L L

The study procedures carried out during this perio@wilIanlude: medical and surgical
procedures, physical examination (includes v@ht\:@ Visit 6 only), concomitant medications
review, vital signs (heart rate, blood pressure only), 12-lead ECG at Visits 2 and 6, AEs, urine
pregnancy test at Visits 2 and 4 (addit@all&,\/isits 3 and 5 in the Czech Republic and also for
the safety follow up visit in Argentingy, Rim pregnancy test at treatment discontinuation (Visit
6 or the PDV), blood samples for hen@ ogy and clinical chemistry, spirometry, ACQ-5, ACQ-
7, Asthma Quality of Life Questioaz%lj‘.‘aire for 12 years and older (AQLQ+12)/Pediatric Asthma
Quality of Life Questionnaire (g QLQ), PEF, use of Ventolin therapy, asthma daytime/night-
time symptoms, night-time,a®akenings due to asthma symptom, dispensing/collecting eDiary,
review compliance with ngry, dispensing and/or collection of IP, dispensing and/or collection
of Ventolin, recordin eDiary of IP use, IP compliance, and randomization.

xO
4.3 Tgﬁ?ment discontinuation visit
Planned e{)'&f-treatment (EOT) will occur at Visit 6 (Week 12).

O
Subjgé\:s who prematurely withdraw from study treatment (withdraw pre-week 12) will undergo
a\P®V. Procedures for planned EOT and PDV will be performed according to study

®Q§;,sessments and procedures presented in Table 1.
N

The study procedures carried out during the PDV visit will include: details of any surgical
procedures will be recorded, physical examination (including weight), concomitant medications
review, vital signs (heart rate, blood pressure only), 12-lead ECG, AEs, serum pregnancy test
(at treatment discontinuation or PDV), blood samples for hematology and clinical chemistry,
dispensation of IP (for spirometry only), dosing, spirometry, ACQ-5, ACQ-7,
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AQLQ+12/PAQLQ, review of PEF, use of IP and Ventolin therapy, asthma daytime/night-time
symptoms, night-time awakenings due to asthma symptoms, collecting eDiary, review
compliance with eDiary, collection and final reconciliation of the IP and Ventolin, and IP

compliance.
4.4 Unscheduled visit
Repeat assessments/visits, if needed, will be captured in unscheduled visits and the procedure%\\f"
carried out during an unscheduled visit will be decided by the investigator. Qos\
O
N
4.5 Safety Follow-up period \Q}\%

Procedures will be performed according to study assessments and procedures prgsgnted in
Table 1. The safety follow-up telephone contact will occur 2 weeks (+4 day%@fter treatment

discontinuation (Visit 6/EOT or PDV). {b\\(b
A\
The study procedures carried out during this period will include: reg;@*ding of concomitant
medications and AEs. (\O‘
“O
5 STUDY ASSESSMENTS >
S\ @

The Rave WBDC system and the electronic patie@}}epgé?ed outcome (ePRO; hereafter called
eDiary) eDiary will be used for data collectio&/@ld;\\qi\ery handling. The investigator will ensure
that data are recorded on the eCRF and in rgﬁﬁce with the instructions provided.
. OF «© o
The investigator ensures the accurachgp’orrgﬁeteness, and timeliness of the data recorded and of
the provision of answers to data querigg&cording to the Clinical Trial Agreement. The
investigator will sign the completect&RF. A copy of the completed eCRF will be archived at
the study site. ((\(b

D

The laboratory safety asseossr(gents will be sent for analysis to a central laboratory.

~
The spirometry and ﬁ assessments will be performed at site using MasterScope equipment
provided by eRe%‘é?ch Technology. The eDiary (AM3+) will be dispensed at screening which
will also be ugg to collect PEF measurements, use of IP or Ventolin therapy, asthma
daytime/nigfft-time symptoms, night-time awakenings due to asthma symptoms, ACQ-5, and
ACQ-7@ta. In addition to this, a tablet will be used to collect the AQLQ+12 data using the
Studﬁ/ orks software. This data will be recorded in the vendor’s central database and
Qigﬁgferred/reconciled with the eCRF data as summarized in Section 9.4.

o‘)&

RS 5.1 Efficacy assessments

Efficacy assessments include spirometry, ACQ-7, AQLQ+12/PAQLQ, PEF, use of Ventolin
therapy, asthma daytime/night-time symptoms, and night-time awakenings due to asthma
symptoms.
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5.1.1 Lung function measurement by spirometry

Lung function will be measured by spirometry at the study site using equipment provided by a
central vendor. Spirometry will be performed by the investigator or authorized delegate
according to ATS/ERS guidelines (Miller 2005).

The vendor providing central spirometry services will be responsible for assuring that the

spirometer used by each site meets ATS/ERS recommendations, and that the study site R
personnel who will be performing the testing are properly certified. Spirometry calibration @ﬁ
be detailed in a separate spirometry procedures manual. (\é\o

)
Subjects should not take Ventolin (or IP during the treatment phase) <6 hours bef%&r\ a study
visit. This restriction is particularly critical for efficacy measures taken during {R® treatment

period but should also facilitate meeting the run-in FEV and reversibility eé@ ility criteria.

Q
Trough pre-dose and post-dose FEV| will be performed on a MasterSQ@{% provided for the
study by the central reader at Visit 1 (screening), Visit 2 (baselineyé\nd through Visit 6/PDV
(endpoint measurements). For Visit 1/Visit la, pre- and post-do@eomeasurements will be with
respect to Sponsor-provided bronchodilator (Ventolitl{ and éﬁs\m Visit 2 onwards, will be with

respect to IP. OQ Q\\
O
It is important that all in-clinic dosing occur @ﬁor,q\@ 10:00 AM and that in-clinic dosing at

Visits 3 through 6 is administered +1 hou&(j.'n re@tf?on to the time of dosing at Visit 2.

O

O
Preferably, the same study personnel@%ou@ test the subject’s lung function throughout the
study to reach optimal performance angid enhance reproducibility. The subject should rest at
least 15 minutes prior to the test. E@xrepeated measurements, eg, to assess best of at least 5, a
pause of at least 1 minute betv(v\&eﬁﬁ\ measurements is recommended.

>
The timing of FEV assesgc?rent is presented in Table 3. Please note: the 5 minute post-IP dosing
spirometry assessmen@QVisit 2 is crucial to accurately measure time of onset. The subject and
site personnel shou\@%e adequately prepared for this assessment at the time of dosing.

The measurer@?ts are to be made with the subject seated in an upright position (preferably), or

if not con;kiﬁ%table standing position is also acceptable. The same position should be used for all

SpiI‘OIQ'@%’ measures during the entire study. The head must not be tilted during measurements.

Dug % the breathing maneuvers, the thorax should be able to move freely; hence tight clothing
@@ould be loosened.

&

GOO) Measurement procedures should be performed in accordance with the user manual for the study.
R
/((\\ Timing of FEV| assessments

e Visit I: Ifasubject has not taken SABA or any bronchodilator <6 hours before lung
function tests at Visit 1, they may proceed to pre-bronchodilator FEV| measurement and
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reversibility eligibility assessments. If they have dosed with SABA or any bronchodilator
<6 hours before study visit lung function tests, either the entire visit must be rescheduled or
just PFT assessment rescheduled. Reversibility assessment will be performed in accordance
with Section 5.1.1.1. Considerations for medications that may impact reversibility testing
are stated in Section 7.8.2.

e Visit 2: Subjects should withhold administration of Sponsor-provided Ventolin or any
bronchodilator for at least 6 hours before lung function tests at Visit 2. Trough pre-dose
measurements should be taken at -60 and -30 minutes before administration of IP. Post- .3°
dose measurements will commence at 5 minutes after administration of IP followed byé\
measurements at all subsequent times as listed in Table 3. If a subject has taken '\OQ
Sponsor-provided Ventolin before Visit 2, either the entire visit must be resched%t& or just
PFT assessment rescheduled. é\l\

e Visit 3 onwards: Subjects should withhold administration of Sponsor-prov'fé‘ed Ventolin
and IP for at least 6 hours before lung function tests at Visit 3 through dh-clinic dosing
will be administered prior to 10:00 AM and within 1 hour of the dosi‘Q@ at Visit 2. Trough
pre-dose measurements should be taken at -60 and -30 minutes bst;:?e administration of
newly dispensed IP. Post-dose measurements will commence ag® tinutes after
administration of IP followed by measurements at all subseqc&nt times as listed in Table 3.
If a subject has taken IP or Sponsor-provided Ventolin be\@e any on-treatment visit, either
the entire visit must be rescheduled or just PFT aqsesg\@ént rescheduled.

L &
Q .
Table 3 Schedule of FEV1 meas%&a}gﬂﬁ‘s at standard visits
Timing of Spirometry AssessmentsiQV‘:\(\O\‘ Assessment Window
Pre- dose PFT -60 min &N +15 min
Pre- dose PFT -30 min O +5 min
Post- dose PFT +5 min NG +2 min
Post- dose PFT +15 min & +3 min
Post- dose PFT +30 min & +5 min
Post- dose PFT +45 min (\.‘0 +5 min
Post- dose PFT +60 mif)” +5 min
Post- dose PFT +126in +10 min
Post- dose PFT 3{1*%0 min +10 min
Post- dose PE&Z+240 min +10 min
Post- dosg:®FT +300 min +10 min
Post- d@de PFT +360 min +10 min

Abbr @a?ion: min=minute; PFT=pulmonary function test

a (ﬁ’re— and post- dose PFT measurements will be performed in relation to Ventolin at Visit 1, Visit 2 onward,
ﬁe- and post- dose PFT measurements will be performed in relation to IP.

OO\)(Q 5.1.1.1 Reversibility test
O

\{\\9 To fulfill the reversibility inclusion criterion, the increase in FEV| relative to baseline must be
K

>15% approximately 30 minutes after inhalation of Sponsor-provided Ventolin.

Reversibility testing will be performed as follows:
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1. Perform pre-dose PFTs after at least 15 minutes of rest, and before administration of
Ventolin.
2. Subjects aged >12 years should administer 4 puffs of Ventolin. Subjects aged <12 years )
should administer 2 puffs of Ventolin. ) 0{5\\
AN
3. Perform post-dose PFTs approximately 30 minutes after the administration of Ventolin. Q,QQ
Q0
O
The reversibility is calculated as follows: ,\%\\’
®)
ot \
Reversibility=([Post FEV-Pre FEV:]/Pre FEV1)X100 (\‘%\0
xQ

Pre-and post-dose FEV| measurements will be captured within the MasterScope. I&the
reversibility inclusion criterion is not met at Visit 1, the reversibility test may gé)repeated at

Visit 1a prior to Visit 2 (randomization). Pre- and post-dose FEV measurigicv@nts are related to
Sponsor-provided bronchodilator (Ventolin). Q’b\

5.1.1.2 COVID-19 and Pulmonary Function Testing O\(b

In-clinic spirometry assessments should not be performed for\@%jects exhibiting signs and
symptoms for COVID-19. Any suspected prior or agftve @@(gs should have a diagnostic test to
confirm COVID-19 status. Any subjects with co@‘n OVID-19 should not perform
spirometry assessments within 14 days of the@s@ﬁn of symptoms and until the investigator
considers the subject is no longer infectioug, e{@?e cleaning and hygiene guidance should be

followed at all times. Q \&\O
"b\\}
$

€O

&é’\

5.1.2 Asthma Control Qu%stionnaire-s
International guidelines for tlﬁ‘%reatment of asthma have identified that the primary clinical goal
of asthma management 1&@9 optimize asthma control (minimization of symptoms, activity
limitation, bronchocong#iction, and rescue B2 -agonist use) and thus reduce the risk of
life-threatening exaCerbations and long-term morbidity. The ACQ-5 (Appendix H, Asthma
Control Questi% aire) was developed to meet these criteria. It measures both the adequacy of
asthma cont@?and change in asthma control, which occurs either spontaneously or as a result of
treatmegg\

X
TI@Q?CQ-S will be administered using the eDiary during site visits as indicated in Table 1

isits 1, 2, 3,4, 5, 6, and PDV) and Table 2 for timed assessments at Visits 2, 4, 3, 5, 6, and

00((\ PDV. The ACQ-5 self-administered adult version will be used for adults and adolescents aged

60

11 years and older. The Asthma Control Questionnaire-Interviewer-Administered [ACQ-IA]
will be used for subjects aged <11 years; Section 5.1.4.

Subjects will be asked to complete the ACQ-5, consisting of 5 questions on symptom control;
each of the questions will be scored on a 7-point scale (0=excellent asthma control; 6=extremely
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poor control). The questions take approximately 2 to 3 minutes to complete. Linguistically
validated translations of the ACQ-5 into local languages will be used.

5.1.3 Asthma Control Questionnaire-7 ;\}o(\
The ACQ-7 will be administered using the eDiary during site visits as indicated in Table 1 and Q~\\C§b
Table 2 for timed assessments at Visits 2, 3, 4, 5, 6, and PDV. \(\@Q

O

The ACQ-7 will be assessed at Visits 1, 2, 3,4, 5, 6, and PDV and consists of the top scorin @\\)
5 symptoms from the ACQ-5 with 2 additional questions regarding FEV1% predicted Valgb and
daily rescue bronchodilator use (Appendix H, Asthma Control Questionnaire). Lingug@ally
validated translations of the ACQ-7 into local languages will be used. é\l\
N
O
5.1.4 Asthma Control Questionnaire-Interviewer-Administel;.\@\
The ACQ-IA version will be used for subjects aged <11 years and will bg‘\‘rrgterviewer-
administered (Appendix I, Asthma Control Questionnaire-InterviewegAAdministered).
Linguistically validated translations of the ACQ-IA into local langlﬁges will be used, with the
results of the interviewer-administered version recorded into ;lée\eCRF.
\\\
o
5.1.5 Asthma Quality of Life Questiomgi‘;\e ’ﬁPediatric Asthma Quality of
Life Questionnaire OO R

N\
O
5.1.5.1 Asthma Quality of Life Quesg&gﬁgbiﬁﬂz

Q!
The AQLQ+12 will be self-administer, ¥ @Qubjects aged >12 years using the eDiary during
site visits as indicated in Table 1 and@al&l@% for timed assessments at Visit 2 through Visit 6.
Linguistically validated translations O@ﬁ"ﬁie AQLQ+12 into local languages will be used.

& . ) . .
The AQLQ was developed to meﬁa@re the functional problems (physical, emotional, social, and
occupational) that are most trQ@b esome to adults with asthma Appendix F, Asthma Quality of
Life +12 Questionnaire). &2

Q ) R

There are 32 questiong\'l%che AQLQ+12 and they are in 4 domains (symptoms, activity
limitation, emoti function, and environmental stimuli). The activity domain contains

5 subject-spe%ﬁ% questions. This allows subjects to select 5 activities in which they are most
limited and$hese activities will be assessed at each follow-up. Subjects are asked to think about
how theég‘%ave been during the previous 2 weeks and to respond to each of the 32 questions on a
7-p0\'@ scale (7=not impaired at all; to 1=severely impaired). The overall AQLQ+12 score is the
n('éé\n of all 32 responses and the individual domain scores are the means of the items in those

& omains.
0\)

60

5.1.5.2 Pediatric Asthma Quality of Life Questionnaire

The PAQLQ will be self-administered during site visits as indicated in Table 1 and Table 2 for
timed assessments at Visit 2 through Visit 6 in subjects aged 7 to 11 years. Responses to
PAQLQ will be provided on paper and transcribed to the eCRF by site staff.

CONFIDENTIAL AND PROPRIETARY 48 of 142



9
N

Clinical Study Protocol Version 3.0, Amendment 2 Bond Avillion 2 Development LP
Budesonide/Albuterol (BDA) — AV004 06 July 2020

Subjects aged 4 to 6 years will complete the questionnaire with the help of a caregiver. The
subject/caregiver will complete the PAQLQ on paper and responses will also be transcribed to
the eCRF by site staff. As the PAQLQ is not validated for children <7 years of age, data for
subjects who are aged 4 to 6 years will be excluded from the analyses of PAQLQ endpoints.

Linguistically validated translations of the PAQLQ into local languages will be used. The
PAQLQ has 23 questions in 3 domains (symptoms, activity limitation, and emotional function). /&

The activity domain contains 3 subject-specific questions. Og\%\\)

The PAQLQ, was developed to measure the functional problems (physical, emotional a)&?
social) that are most troublesome to children with asthma (Appendix G, Pediatric A.\gﬁama
Quality of Life Questionnaire). éQ
&
5.1.6 eDiary ‘K\@“
The eDiary will be utilized by all subjects enrolled in the study includ'ngrbchildren. Children, as
necessary, will be assisted by a caregiver for the performance of aisb%\sments and navigation of
O

the applicable questions.

5.1.6.1 Peak expiratory flow Q“\ ‘\\0(0

©)
Subjects will be trained at Visit 1. Througho?ﬁn@st@?subjects will record 3 PEF measures
on rising in the morning and before going tocd i,gt%e evening prior to taking any asthma

therapy. \
& 5

5.1.6.2 eDiary investigational I@B(@;@t use
O

Use of QID blinded IP will be colleq_@ using the eDiary. Subjects will be asked in the evenings
to enter into their eDiary (device@@l ed AM3+), how many times they administered IP that day.
The times of the administrati{g@*and number of puffs will be recorded.

&
5.1.6.3 eDiary Vel@(ﬁn therapy use

Monitoring of Vent H??therapy in response to asthma symptoms use will be done only through
the eDiary, Wher%ﬁie number of Ventolin puffs taken in response to symptoms will be captured
twice daily (inthe mornings and in the evenings). Sponsor-provided Ventolin will be dispensed
from Visé{*{)eénd inhalers will be reconciled for accountability.

Q
Sub@s will be recommended not to take more than 8 puffs of Ventolin per day and advised to
oqﬁ?act the investigator if their symptoms necessitate more than 8 puffs in a day.

<
0\)& 5.1.6.4 eDiary recording of symptoms and alerts

60

The subject will use the eDiary for daily symptom reporting, entering symptoms twice daily.

The eDiary will be programmed to alert both the subject and study center when the below
prespecified alert thresholds are crossed. Alerts will include:
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Decrease in morning peak flow >20% on at least 2 consecutive days compared with
baseline, and/or

An increase in rescue medication use of >4 puffs on at least 2 consecutive days compared

with the average use during baseline, and/or ;\}O(\
e >12 puffs of Ventolin in one day, and/or Q’\\Q{b
e A night-time asthma symptom score of >baseline night-time score and >2 for at least R

2 consecutive days, and/or \\)C\)(\
e A daytime asthma symptom score of 3 for at least 2 consecutive days O‘\%
e >12 puffs of IP per day é\OQ

&
3§
<

The purpose of the alerts is to trigger a documented contact between the site aa@%ubj ect for
further evaluation if deemed necessary by the investigator. The Sponsor wikNlso receive
programmed alerts to monitor subject follow-up. Alerts will include: be‘\

N

O
e Triggers in the eDiary will alert the subjects to signs of chan%@%f asthma and to contact
their physician O
\\'
e A dedicated person from the Sponsor will revievsdthe\qiﬁary and compliance alerts
(2 consecutive days of missing data) and cor&)ﬁ t;}g?ite

e Triggers in the eDiary will alert subjectséPP {@osed more than 12 puffs a day as a
possible sign of potential overdose {Q,Q’

@)

e In case of eDiary or compliance al'gj@s, @ualiﬁed person from the site will contact the
subject. For eDiary alerts, the sugfqugasthma status should be evaluated, and it will be
determined if a clinic visit is ne\i@‘sary

N
o
N

An eDiary alert is not an aggﬁna exacerbation per se.

&

Although the eDiary al%@may initiate contact between the subject and the investigational site,
the investigator or (zgﬁlgnee will always assess the subject’s symptoms and determine whether

to treat the subj e@@ﬁ’or an exacerbation (Section 5.1.8).
&

>
Asthma S{@toms should be captured in the eDiary by the subject every morning and evening.
O
5.1.&9\0 Deterioration of asthma
kﬁi’(ﬁis study, deterioration of asthma is defined as 1 or more of the following items for

0&%2 consecutive days:

e PEF: a decline of >20% from baseline
e  Ventolin therapy use: >4 puffs/day and >2xbaseline

e Symptoms: night-time score that is >baseline and >2 OR a daytime score that is >baseline
and =3
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Daytime is defined as the time period between the morning PEF assessment (upon rising in the
morning) and the evening PEF assessment.

Night-time is defined as the time period between the evening PEF assessment (at bedtime) and ;\}o(\
the morning PEF assessment. .\\c,'b
R
5.1.8  Asthma exacerbation definition é’(\(b
N
An asthma exacerbation is defined as deterioration of asthma which includes: O‘\%
o)

e  Worsening of asthma signs/symptoms (Section 5.1.8.1) @(@\
e Increased use of ‘as needed’ reliever therapy Ké\l\
e Deterioration of lung function OQO

QO
e A medical intervention as described below (Section 5.1.8.3) \\"5\'

These descriptions above are provided for definition, however, only sg\\?ére asthma
exacerbations will be assessed during this study (Section 5.1.8. 3) >
O

N\
5.1.8.1 Definition of asthma symptom worsenmg Q}\,O

The worsening/onset of symptoms must include a@?ast@e of the following:

(\

e shortness of breath &Q,O (b’\\o
heez O
e wheezing Q/Ov %\O
e chest tightness <& rb\\’
e cough é‘é\o"
N\

e Sputum >

e night-time awakening du@‘o asthma

e activity limitation du@‘;\(') asthma

e decreased PEF \)Q

e decreased FF@ﬁ

5.1.8.2 Ql)ﬁestlgator justified asthma exacerbations

A vast m@jority of asthma exacerbations are associated with worsening of the symptoms
descrige% in Section 5.1.8.1. However, clinical presentations may vary among subjects. If a
sulggect’s symptoms and the overall clinical findings support the diagnosis of a severe asthma
Xacerbation (defined by required medical intervention as described in Section 5.1.8.3), but the
P symptomatic worsening does not meet the definition in Section 5.1.8.1 the investigator must
P justify the decision for defining the event as an exacerbation and document the reasoning in the
N ¢CRF.
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5.1.8.3 Severe asthma exacerbations

All protocol-defined severe asthma exacerbations need to fulfill the symptom criteria as defined
in Section 5.1.8.1 and be supported by an eDiary alert or an investigator justification.

An asthma exacerbation will be considered severe if it results in at least 1 of the following:

e A temporary bolus/burst of SCS for at least 3 consecutive days to treat symptoms of asthma\(\

worsening; a single depo-injectable dose of corticosteroids will be considered equlvalenst\ @‘«'

a 3-day bolus/burst of SCS QO

e Anemergency room or urgent care visit (defined as evaluation and treatment for EQ? hours
in an emergency department or urgent care center) due to asthma that requ1red.$%S (as per
the above) OK

e An in-patient hospitalization (defined as admission to an in-patient faci{@/ and/or
evaluation and treatment in a healthcare facility for >24 hours) due tg\asthma

5.1.8.4 Treatment for severe asthma exacerbations Q\

The treatment for a severe asthma exacerbation is at least 3 corg&utlve days of SCS.
O
\\'
e  The recommended treatment (GINA 2018) for Q‘s‘eve@exacerbatlon is prednisolone
(1 mg/kg/day up to 50 mg for adults and adoé&:e@ﬁ?once per day (preferably in the

morning) for 5 to 7 days Q/O \\OQ

e Tapering the prednisolone dose is no&ﬁ@ed@fl’?f the treatment has been given for <2 weeks
(GINA 2018) % \g@
Nl
2
Treatment for <3 days does not con&@ute a severe asthma exacerbation, except if the subject is

hospitalized due to asthma. @(b
Q
5.1.8.5 Onset and du{a?ion of asthma exacerbations

For severe exacerbat1q§%Q the duration is defined by the prescribed treatment.

O
For severe exac%ﬂ»atlons

o
N
e The §£&ﬁ’ date will be defined as the start date of prescribed treatment with a SCS

o TQ&top date will be defined as the last day of prescribed treatment with a SCS

o @% single depot injectable dose of corticosteroids will be considered equivalent to a 3-day

@Q course of SCS. The corresponding stop date for this treatment will consequently be

determined as the date of administration plus 2 days

e [fmultiple treatments are prescribed for the same exacerbation, the earliest start date and
the latest stop date will be used

e For a severe asthma exacerbation requiring hospitalization with no documented
corticosteroid treatment, hospitalization admission/discharge dates, or emergency visit date

will be used as start/stop dates
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5.1.8.6 Approach for capturing asthma exacerbations
5.1.8.6.1 Asthma exacerbation eCRF

All post-screening severe asthma exacerbations (including investigator justified asthma
exacerbations) must be captured using the Severe Asthma Exacerbation eCRF.

If a severe asthma exacerbation requires hospitalization, the exacerbation should be reported as X

an SAE (Section 3.9) as well as on the Severe Asthma Exacerbation eCRF. ‘\%\\)
)
Severe asthma exacerbations will be considered study efficacy endpoints and will not bg\OQ
reported as AEs unless considered an SAE. .\’.@(\
<

N

5.2 Safety assessments o°
O

Safety assessments include clinical laboratory (hematology, chemistry, an&\p'regnancy tests for

females of childbearing potential) parameters, 12-lead ECG readings, yital sign measurements,
| =

and collection of AEs. >

5.2.1 Laboratory safety assessments s‘\\o(\

.0
Blood samples for determination of clinical chemi *ané\‘%ematology will be taken at the times
indicated in Table 1 and Table 2 for timed assessﬁerg\s’la Visit 2 through Visit 6.

< 49
Additional safety samples may be collected’ﬁ‘ c{(h?cally indicated at the discretion of the
investigator. Q/Qv \s\}{\o
<2

The clinical chemistry and hematolog;&@%essments will be performed using a centralized
laboratory. Sample tubes and sam%@%’izes may vary depending on laboratory method used and
routine practice at the site. &

QO
The following laboratory b@r%bles described in Table 4 will be measured:
R
O‘b\}
X
e
0"0
‘QQ)
o
&
&
6\0
X
)
<
o
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Table 4 Laboratory Safety Variables
Hematology/Hemostasis (whole blood) Clinical Chemistry (serum or plasma)
Red blood cells (erythrocytes) Albumin . O(\
: QO
Hemoglobin ALT ,\\0’0
Hematocrit ALP R
R
Mean Corpuscular Hemoglobin AST <§\
Mean Corpuscular Hemoglobin Concentration Bilirubin, total A\%v
Mean Corpuscular Volume Calcium, total '\OQ
White blood cells (leukocytes) Chloride \@(\o
Basophils (%) Cholesterol, total (é“
. . O
Basophils Abs Creatinine \O(\
Eosinophils (%) Creatine kinase i\\
Eosinophils Abs Gamma-glutamyl trargpggtidase
Lymphocytes (%) Glucose (randoml ‘bo ’
. (S
Lymphocytes Abs Magnesmm“go(\
Monocytes (%) Phesphat
hgsphzigd
Monocytes Abs ,_é{)t% m
Neutrophils (%) /O\'{ POthin, total
. A\ T
Neutrophils Abs \?9 6\\,\/0 odium
Platelet count (\//Q \2}{\ Triglycerides
Urine <& C\(b Urea
Urine B-hCG pregnancy (at all other clinic ﬁ; except | Serum B-hCG pregnancy (Visit 1 and treatment
Visit 1 and EOT or PDV) st‘ discontinuation [EOT or PDV])

Abbreviations: Abs=absolute; ALP=a; I&Tine phosphatase; ALT=alanine transaminase; AST=aspartate
transaminase f-hCG=f-human Cha@nic gonadotropin; EOT=end-of-treatment; PDV premature discontinuation
visit [®)
S

If a subject shows @%ST or ALT >3x the upper limit of normal (ULN) and TBL >2xULN

please refer to %egion 3.9 and Appendix E, Hy’s Law for further instructions.
N

5.2.2 O\‘Cﬁesting 12-lead electrocardiogram

Al @gd ECG will be performed at the visits detailed in Table 1 and Table 2 for timed
a{S&sments at Visits 2, 6, and PDV. The timing and number of ECGs may be adjusted in
®a%sp0nse to the emerging safety profile.
>
600 Twelve-lead ECGs will be obtained using a centralized laboratory after the subject has been
&s{\\% resting semi supine for at least 10 minutes. All ECGs should be recorded with the subject in the
same physical position. A standardized ECG machine should be used and the subject should be
examined using the same machine throughout the study, where feasible.
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After paper ECGs have been recorded, the investigator or designated physician will review each
of the ECGs and may refer to a local cardiologist, if appropriate. A paper copy should be filed
in the subject’s medical records. If an abnormal ECG finding at screening/baseline is considered

to be clinically significant by the investigator, it should be reported as an AE. For all ECGs, {5‘\\0(\

details of rhythm, PR, RR, QRS, and QT intervals, an overall evaluation will be recorded. N
&

5.2.3 Vital sign measurements &

N
Vital signs including resting pulse, and blood pressure, should be assessed at the visits deta&?

in Table 1 and Table 2 for timed assessments at Visit 2 and Visit 6. Measurements shou%kd)%e

taken in the sitting position after at least 10 minutes of rest. .\’.@(\
<
Any clinically significant changes in vital signs should be recorded as an AE 1{\ @plicable.
O
o
5.24 Adverse event assessments Q’b\(b
AEs will be collected from time of signature of informed consent/a§§s‘ht through to the follow-
up period as described in Section 6. o
s
3 0 &
3. ther assessments Q~\ ©
5.3.1 Physical examination QOQQ)Q
O
A complete physical examination will be p ¥ at screening (Visit 1), Visit 6, and PDV (if

applicable) as detailed in Table 1. This 1 d\}de an assessment of the following items: height
in centimeters and BMI (both at VisiQi%qb& weight, general appearance, respiratory system,
cardiovascular system, abdomen, skin, \h&d and neck (including ears, eyes, nose, and throat),
lymph nodes, thyroid, musculoskel@& system (including spine and extremities), and

neurological system. @(b

Q
5.3.2 Concomitané{n%dications

The collection and re ing of all concomitant medications, including all pre-enrollment
asthma therapies, w@ll be performed at the visits detailed in Table 1. Permitted and restricted
concomitant mgd?cations are described in Section 7.8.

N

Q@
All prescsition drugs, herbal products, vitamins, minerals, and over-the-counter medications
taken @%in 3 months before screening (Visit 1) will be recorded as previous medications. All
me{@ations taken after screening and through the safety follow-up visit will be recorded as

Q‘fé'ncomitant therapy.
<

600 Subjects will be maintained, after Visit 1, on IP and Ventolin to be used in response to asthma

\(‘\\% symptoms throughout the treatment period.
&

For restrictions relating to concomitant medications see Sections 3.1 and 3.2.
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5.4 Pharmacokinetics

Not applicable.

5.5 Pharmacodynamics

Not applicable.

5.6 Genetics 2
Q)

Not applicable. é\o‘\

5.7 Biomarker analysis &

Not applicable.

6 SAFETY REPORTING AND MEDICAL MAN&(CEMENT

The investigator is responsible for ensuring that all staff involved {Ifbt%e study are familiar with
the content of this section. (\
\\o
SAEs will be reported as per standard reporting guldgi%ce@@ssomated symptoms of asthma are
considered as symptoms of disease under study witRhot be recorded as AEs unless
considered an SAE. &Q/O O

@) ’&Q’
6.1 Definition of adverse éb? @
An AE is the development of any unto medical occurrence in a subject or clinical study
subject administered a medicinal prq‘_&t and which does not necessarily have a causal
relationship with this treatment. A& AE can therefore be any unfavorable and unintended sign
(eg, an abnormal laboratory ﬁ@ﬂing), symptom (eg, nausea, chest pain), or disease temporally
associated with the use of gxmedicinal product, whether or not considered related to the

dicinal product. N
medicinal produc @}Q

The term AE is ug:\?to include both serious and non-serious AEs and can include a
deterioration Qﬁa pre-existing medical occurrence. An AE may occur at any time, including the
screemng&s@@iod even if no IP has been administered.

Q
6.2 \}@\ Definitions of serious adverse event

SAE is an AE occurring during any study phase (ie, after the signing of the informed
0((\ consent/assent through to the safety follow-up visit), that fulfills 1 or more of the following
600 criteria:

R
N
&\(\ e Results in death

e [s immediately life-threatening
e Requires in-patient hospitalization or prolongation of existing hospitalization
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e Results in persistent or significant disability or incapacity

e [s acongenital abnormality or birth defect

e [s an important medical event that may jeopardize the subject or may require medical )
intervention to prevent 1 of the outcomes listed above ,\0’5\'\
N

R
For further guidance on the definition of an SAE, see Appendix D, Additional safety c\)(\(b
information to the Clinical Study Protocol. ‘\%\\)
6.3 Recording of adverse events ) OQO

2
6.3.1 Period for collection of adverse events .\’.@(\
<
Adverse events and SAEs will be collected from time of signature of informed ¢§nsent/assent
through the safety follow-up period. ‘ r}\oo
Q

6.3.2 Follow-up of unresolved adverse events NG

Any AEs that are unresolved at the subject’s last assessment Visitoin‘z%he study are followed up
by the investigator for as long as medically indicated, but w1th8ht further recording in the

eCRF. The Sponsor or a_ Safety and Phgrma@@wgllance Department
representative retains the right to request addition f@aﬁon for any subject with ongoing

AE(s)/SAE(s) at the end of the study (after the@ﬁﬁ %e:s s final study visit) and capture that
information in the eCRF, if judged necessag\ fb
&

6.3.3  Variabl Q,Ov
ariaples Q‘ (b

The following variables will be collec,tgé)for each AE:
N
e AE (verbatim) @(b
e The date when the AE st&ﬁed and stopped
e  Maximum severity QO{\
e Seriousness O"O
. Investlgato@usahty rating against the IP (yes or no)
e Action @I?en with regard to IP
o Ou@me
&
Kraddition, the following variables will be collected for SAEs:
e Date AE met criteria for SAE
e Date investigator became aware of SAE
e Reason why the AE is considered serious

e Treatment given for the SAE

e Date of hospitalization
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e Date of discharge

e Probable cause of death

e Date of death

e  Whether autopsy is performed

e (Causality assessment in relation to study procedure(s)
e (Causality assessment to other medication

e Description of AE

&S
It is important to distinguish between serious and severe AEs. Severity is a measu@\%f intensity
whereas seriousness is defined by the criteria in Section 6.2. An AE of severe ir&nsity need not
necessarily be considered serious. For example, nausea that persists for seveg@l hours may be
considered severe nausea, but not an SAE unless it meets the criteria shqé?n in Section 6.2. On
the other hand, a stroke that results in only a limited degree of disabiliy may be considered a
mild stroke but would be an SAE when it satisfies the criteria shosyﬁ’in Section 6.2.

&
The severity of the event should be assessed as mild, Kloder O,or severe.

SN
6.3.4 Causality collection OO(\Q}Q

Q .
The investigator and the Sponsor will asses%&:l \?elationship between IP and each AE, and
answer ‘yes’ or ‘no’ to the question ‘Dg \{c\@q\sider that there is a reasonable possibility that
the event may have been caused by t@& ‘Zb@'

For SAEs, causal relationship will a sjgge assessed for other medication and study procedures.
Note that for SAEs that could be (E@‘ociated with any study procedure the causal relationship is

implied as ‘yes’. (\*
>

A guide to the interpreta%@%of the causality question is found in Appendix D, Additional safety
information of this C@%al Study Protocol.

xO
6.3.5 Agée§se events based on signs and symptoms

All AEs s aneously reported by the subject or care provider or reported in response to the
open q\m&tion from the study site staff: ‘Have you/the child had any health problems since the
previfis visit/you were last asked?’ or revealed by observation will be collected and recorded in
eCRF. When collecting AEs, the recording of diagnosis is preferred (when possible) over
((\Qfecording a list of signs and symptoms. However, if a diagnosis is known and there are other
oY signs or symptoms that are not generally part of the diagnosis, the diagnosis and each sign or
Q \(‘\\9 symptom will be recorded separately.
Asthma symptoms or signs, such as wheeze, cough, chest tightness, dyspnea, breathlessness,
and phlegm, will be recorded as AEs only when:

CONFIDENTIAL AND PROPRIETARY 58 of 142



9
N

Clinical Study Protocol Version 3.0, Amendment 2 Bond Avillion 2 Development LP
Budesonide/Albuterol (BDA) — AV004 06 July 2020

e The sign or symptom is serious

e The subject discontinues IP due to the sign or symptom

e The sign or symptom is new to the subject or not consistent with the subject’s pre-existing )
asthma history (defined as within 1 year of Visit 1) as judged by the investigator ,\0’5\'\
N
&
6.3.6 Adverse events based on examinations and tests \\)c\f\

The results from the Clinical Study Protocol mandated laboratory tests, ECGs, vital signs, a&i%
other safety assessments will be summarized in the Clinical Study Report. Deterioratio%@om
baseline in these parameters should therefore only be reported as an AE if it fulfills a@(f; of the
AE criteria or is the reason for discontinuation of treatment with the IP or is congi@éred
'clinically significant'. Q
Y

The criteria for determining whether the mandated laboratory tests, ECQ&\Vital signs, and other
safety assessments are clinically significant and should be reported %@%Es are generally:

N
e  Test result is associated with accompanying symptoms or\éigons, and/or
e  Test result requires additional diagnostic testin%zdr nngEal/ surgical intervention, and/or

e Test result leads to a change in study dosing@pdisggntinuation from the study, significant

additional concomitant drug treatment, (g\@ﬁerapy, and/or
e Test result is considered to be an AE%@tl@‘@ﬁvestigator or Sponsor.
O

If deterioration in a laboratory Value% (,bvital sign, or other safety assessment is associated
with clinical signs and symptomes, t gn or symptom will be reported as an AE and the
associated laboratory result/vital @n will be considered as additional information. Wherever
possible, the reporting investi@;or uses the clinical, rather than the laboratory term (eg, anemia
versus low hemoglobin Va@. In the absence of clinical signs or symptoms, clinically relevant
deteriorations in non- ated parameters should be reported as AE(s).

Any new or aggrav%ég clinically relevant abnormal medical finding at a physical examination

as compared wi%b’)[‘Tndings at the baseline assessment will be reported as an AE.
&

>
6.3.7 \@y’s Law

Cases%\\@lere a subject shows elevations in liver biochemistry may require further evaluation and
ocig?rences of AST and/or ALT >3xULN combined with TBL >2xULN may require IP
pension/discontinuation and study withdrawal, and may need to be reported as SAEs. Please

0((\ refer to Section 3.9 and Appendix E, Hy’s Law for further instruction on cases of increases in

S

liver biochemistry and evaluation of Hy’s Law.

6.3.8 COVID-19 adverse events

For subjects experiencing signs and symptoms indicating respiratory infection, confirmatory
testing for COVID-19 is expected in line with national guidelines.
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Non-serious confirmed COVID-19 AEs will be recorded within the clinical database but
additional information may be collected within the safety database and/or narratives as required.

If serious COVID-19 infection is confirmed via testing, it should be reported with the diagnosis
“COVID-19 confirmed” in the SAE report form. If COVID-19 infection is suspected, .\\cfb
symptoms (eg, cough, fever, etc.) should be recorded in the SAE report form until diagnosis is ,OQQ
confirmed. If test is not available and signs and symptoms, as judged by the investigator, are 0

highly suspicious of COVID-19 infection, “COVID-19 suspected” should be reported. Os\%

All SAEs in relation to COVID-19 shall be reported in line with the instructions for SA@OQ

reporting described in Section 6.4. .\;@(\
éQ

&

All SAEs have to be reported, whether or not considered causally relatedbilgothe IP or to the

study procedure(s). All SAEs will be recorded in the eCRF. &

6.4 Reporting of serious adverse events

Q
K(bo
If any SAE occurs in the course of the study, then investigators(onther site personnel should
inform_ Safety and Pharmacovigilance Departghgnt within 1 day ie, immediately

o

but no later than 24 hours of when he or she bec@ a@é’re of it.
o7 R

Should the eCRF system become non-operatighal, . s shall be sent in paper form to:
(P

Safety and Pharmacovigg

O ’%’lx
g&@ partment
>

N
&

N
_ Safety and Ph%@hacovigilance Department works with the investigator to ensure
that all the necessary infogthation is provided.
~
For fatal or life-threatﬁ\??mg SAEs where important or relevant information is missing, active
follow-up is und&t\ﬁ(en immediately.
o
. N . .
Investlgatqseor other site personnel should inform the _ Safety and
Pharma, &igilance Department of any follow-up information on a previously reported SAE

with\i{b\i calendar day ie, immediately, but no later than 24 hours of when he or she becomes

%\:@é}e of it.

(%)
006\ 6.5 Overdose
O

For the purpose of this study, an accidental or deliberate intake of blinded treatment of more
than 12 puffs during one day is defined as an overdose and must be reported as such as
described below.
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All overdoses must be recorded on the Overdose/Medication Error eCRF. Any associated AEs
should also be recorded as the AE diagnosis/symptoms on the relevant AE/SAE modules in the
eCRF.

If an overdose occurs during the course of the study which has an associated SAE, then the
investigator or other site personnel will inform the _ Safety and Pharmacovigilance

Department immediately, or no later than 24 hours of when he or she becomes aware of the

overdose. =)
S

The _ Safety and Pharmacovigilance Department works with the investi%\aﬁoto
ensure that all relevant information is provided to the_ Safety and .\’.@
Pharmacovigilance Department representative. OQQ
\

For overdoses associated with an SAE, the standard SAE reporting timelin\és\oapply, see
Section 6.4. Q’bK

D
6.6 Pregnancy O&(b

N
All pregnancies and outcomes of the pregnancy should be rq;gﬁ'ted to the _ Safety
and Pharmacovigilance Department representative ¢ %81%' the pregnancy is discovered before
>

the study subject has received any IP. @)
S
NG
6.6.1 Maternal exposure O &
g

If a subject becomes pregnant durin Oco&e of the study, IP should be discontinued
immediately, ‘Pregnancy’ recorded as‘the_,reason for discontinuation on the eCRF, and the
subject will be withdrawn from the &_@y

o

Pregnancy itself is not regardecgg\an AE unless there is a suspicion that the IP under study may
have interfered with the effe@iveness of a contraceptive medication. Congenital
abnormalities/birth defegs and spontaneous miscarriages should be reported and handled as
SAEs. Elective abortiat\ﬁs without complications should not be handled as AEs. The outcome of
all pregnancies (@’b%taneous miscarriage, elective termination, ectopic pregnancy, normal birth,
or congenital %E%'ormality) should be followed up and documented even if the subject was
discontinuegfrom the study.

o
If angpregnancy occurs in the course of the study, then the investigator or other site personnel
WQ@ inform the _ Safety and Pharmacovigilance Department within 1 day ie,

Q%lmediately, but no later than 24 hours of when he or she becomes aware of it. Any

¢® conception occurring from the date of dosing through the safety follow-up visit should be

60
&)

reported.

The _ Safety and Pharmacovigilance Department will work with the investigator to
ensure that all relevant information is provided.
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The same timelines apply when outcome information is available.

6.6.2 Paternal exposure

Pregnancy of a subject’s partner is not considered to be an AE. However, any conception

occurring from the date of dosing through the safety follow-up visit should be reported to the
_ Safety and Pharmacovigilance Department representative and followed up for its R
outcome. \\,c\’(\

6.7 Medication error é\oo

For the purposes of this clinical study, a medication error is an unintended failure o&?stake in
the treatment process for the Sponsor’s IP that either causes harm to the subject S,rq’las the
potential to cause harm to the subject. o)
&
A medication error is not lack of efficacy of the drug, but rather a huma@%)\r process related
failure while the drug is in control of the study site staff or subject. ,b(\*

N

®)
Medication error includes situations where an error: ;\\0(\
>
Q*\ ‘\\0
e Occurred C)O ,bQQ

e Was identified and intercepted before th@bj&cﬁ‘\received the drug
e Did not occur, but circumstances weré!)ecgg']n?zed that could have led to an error

O
&P
Examples of events to be reported ir\L éh%ical studies as medication errors:
N
>
&

D fusi
o rug name confusion (\*

e Dispensing error eg, @Eﬁcaﬁon prepared incorrectly, even if it was not actually given to
the subject \}QQ

e Drugnot admi@‘s?ered as indicated, eg, wrong route or wrong site of administration
e Drug not \t)agen as indicated

. Drug\ld’ stored as instructed: eg, kept in the refrigerator when it should be at room

te{']@rature

. ®®%rong subject received the medication (excluding IWRS errors)
QG,\\' Wrong drug administered to subject (excluding IWRS errors)
&
) %b Examples of events that do not require reporting as medication errors in clinical studies:
&8
e  Errors related to or resulting from IWRS-including those which lead to 1 of the above listed
events that would otherwise have been a medication error
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e Accidental overdose (will be captured as an overdose)
e Subject failed to return unused medication or empty packaging

e Errors related to background medication, or standard of care medication in open-label
studies, even if it is a Sponsor’s product

Medication errors are not regarded as AEs but AEs may occur as a consequence of the
medication error. Os\@

All medication errors must be recorded in the Overdose/Medication Error eCRF. Any 2
associated AEs should also be recorded as the AE diagnosis/symptoms on the relev@ﬁ% AE/SAE
modules in the eCRF. O&

O
If a medication error occurs during the course of the study which has an a‘{\&}:iated SAE, then
the investigator or other site personnel will inform the _ ty and
Pharmacovigilance Department immediately, or no later than 24 hgiirs of when he or she
becomes aware of the medication error. S

S OQ
,\\

t will work with the investigator to
ensure that all relevant information is provided t Safety and Pharmacovigilance
Department representative. For medication er&/@s as@%mated with an SAE, the standard SAE

reporting timelines apply, Section 6.4. ?9 K<1/®
6.8 Management of 1nveg?rgaﬁonal product-related toxicities

In the absence of a specific antidote, g}‘zﬁlagement of toxicities can be dealt with on the basis of
the symptoms. (&\{.

&
7 INVESTIGQ\"KT})NAL PRODUCT AND OTHER TREATMENTS
7.1 Identity gﬁnvestlgatlonal product(s)

BDA MDl is fo ted (Table 5) as both micronized budesonide and micronized albuterol
co-suspended &% spray-dried porous particles in a hydrofluoroalkane propellant. The
co-suspen formulatlon ensures that subjects receive a consistent delivery of the drug from
each acg@tlon of the MDI.

°.)
<°°

Q(\

&

S
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Table 5 Investigational Product Strength and Dosage Form
Investigational Dosase Form/
product name Product strength R g Administration Manufacturer
Fill Count
and dose
BDA MDI
BDA MDI 40 pg budesonide MDI/120 .
Tak 2 t
80/180 ng and 90 pg actuations aken as = actuations _ b
albuterol? per puff D)
BDA MDI o
BDA MDI 80 pg budesonide MDI/120 .
. Taken as 2 actuations
160/180 pg and 90 pg actuations )
albuterol® per puff 07\1\'
80 pg budesonide MDI/120 . )
BD MDI 1 Tak 2 t
60 e per puff actuations akenas 2 actua 10ni _
AS MDI >
MDI/120 Q
AS MDI 180 pg 90 pg albuterol actuations Taken as 2 acmg&)ns _
per puff* .(\*
0 pg of active MDI/120 T
Placebo MDI . Tak @SZ tuati
acebo productb actuations a ‘eg {3 actuations _
Additional study medication Q/entp}i@mlerapy)
& L@ for reversibility testing
108 pg albuterol Albuterol ~O ing screening and (Section
sulfate (90 pg (salbutar@l) >
“O] 5.1.1.1 11
Ventolin HFA® albuterol base) as | sulfate uiﬁg ati@ ) as needed (gencrally '

an aerosol
formulation

aeros Ogﬂfffs

@@r ;@ter

2 actuations per dose) during
screening and treatment

periods

Abbreviations: AS MDI=albuterol metered—&o\{&lhaler; BD MDI=budesonide metered-dose inhaler; BDA
MDI=budesonide/albuterol metered-dose i@er; HF A=hydrofluoroalkane.

product since it is taken as directed for reversibility testing (Visit 1 and

Ventolin is a non-investigational medicj

repeat Visit la, if necessary) and as {&eded for symptoms during the screening period.

2 Each puff contains 108 pg albt@%l sulfate corresponding to 90 pg albuterol base per actuation.

bEach puff contains 183 ug
appearance to BDA MDI

orous particles and 63 pg of HFA-134a propellant made to be identical in
MDI, and AS MDL.

¢ This table represen ’s&nmercially available Ventolin formulation for the United States, each country
participating in th% dy will utilize commercially available Ventolin in that country, product strength may vary.

Q&
&%ose and treatment regimens

BDA MDI 80/180 pg QID (given as 2 actuations of BDA MDI 40/90 pg per puff)
BDA MDI 160/180 pg QID (given as 2 actuations of BDA MDI 80/90 ug per puff)

7.2 &
X
Tr@ﬁ%ent groups include:
A\
Q
\)6&

S

[

CONFIDENTIAL AND PROPRIETARY

BD MDI 160 pg QID (given as 2 actuations of BD MDI 80 ug per puff)

AS MDI 180 pg QID (given as 2 actuations of AS MDI 90 pg per puff)
Placebo MDI QID (given as 2 actuations)
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Randomization for adults and adolescents will be centralized and stratified by pre-study
background therapy consisting of either ICS or non-ICS (subjects not previously treated with
ICS), by ACQ-7 (<1.5,>1.5), and by age (>12 to 17, >18). Randomization for children aged 4
to 11 years will not be stratified.

The maximum daily dosage of IP is 12 puffs per day. Subjects should not take more than 8

puffs of Ventolin per day (Section 6.5 for overdose). The evening before clinic visits, subjects &

should be advised to take the last dose at 22:00 (10 PM) £2 hours. O,\%

Q
Handling and cleaning instructions for the MDI device will be available for the site to t@?ﬂ
subjects and also for the subjects to retain throughout the study (Appendix J, Meter@dose
Inhaler Handling and Cleaning). é
N

O
7.3 Labelling «\’0\\

R
Labels will be prepared in accordance with Good Manufacturing Pracq‘ce (GMP) and local
regulatory guidelines. The labels will fulfill GMP Annex 13 requ1(e%ents for labelling. Label

text will be translated into local language. (\
\\o

The subject will receive a kit containing 2 MDI de 1V1dually wrapped in foil bags held
within a carton. The MDI devices provided in thi§ 8 ud&%nd the packaging and labelling of the
kits are visually identical to maintain the bh&dy% lq@wﬂl be dispensed for every 15 days of
treatment. Subjects will receive 2 kits at s@ﬁe \Q@Ats

Each kit will contain the following bﬂnd&@%lbels
&
e Single panel canister label (EI}§h%'h only)

e Single panel actuator labe]§)$multllanguage actuator booklet label
e MDI device shield labgl?smgle panel, English only)
O
e Foil bag label (smgbgpanel, English only) or multilanguage booklet label

e Single panel o@?)n label or multilanguage carton booklet label
%Q’b
>
<
The labeg:&ill include the following information:
Q
X
. 6§ame of Sponsor (Bond Avillion 2 Development LP — Clinical Development Company:

QJ& Avillion LLP)

0\}6\ e Investigational product dosage form, route of administration, and quantity of dosage units

(blinded across all treatment groups)
e Storage conditions
e  Study Trial Reference

e  Medication ID number
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e Directions for use

e The name of the investigator, where applicable (this will be added on the label manually
when the IP is dispensed)

e The period of use eg, expiry date

The label will include the following standard statements:

e ‘For clinical study use only’ (or the required local statement)
e ‘Keep out of reach of children’ S
7.4 Storage

Blinded supplies: BDA MDI 40/90 pg per puff, BDA MDI 80/90 ug per puf\@%D MDI 80 pg
per puff, AS MDI 90 pg per puff, and placebo should be stored below 25{5{@ (77°F) in a dry
place. Excursions permitted up to 30°C (86°F). (\*Q

>

Ventolin supplies: Store between 15°C and 25°C (59°F and 77"(E9$Store the inhaler with the
mouthpiece down. For best results, the inhaler should be at rg9tn temperature before use. Do not
use or store near heat or open flame. Exposure to teQ“éer es above 120°F (49°C) may cause
bursting. Never throw into a fire or incinerator. pe&ure readings of the storage area
(minimum/maximum) should be recorded 0}{@% Working day at a minimum.

. vCJ &
7.5 Compliance S \,\;@0
The administration of all IPs will be capgiyed in the subject’s eDiary and not recorded in the
eCRF, with the exception of the detq_ﬁ} of any interruptions for which the dates and reason for
interruption will be recorded. Th accountability will be recorded in the eCRF including the
dose indicator readings for thqq%:turned kits. Data from the dose indicator will be compared with
the subject’s eDiary entriegtand any discrepancies will be used to help in training the subject to

accurately capture all {&Qﬁministration in the eDiary.
)
During the screerghcg) period, Ventolin usage will be reviewed to ensure the Study

inclusion/exclgs%n criteria are adhered to. Ventolin will be dosed prn; therefore, compliance
will not bs@%plicable, other than the number of devices dispensed/returned and the usage being

monito@
&
z\{é\ Accountability
oé\qfhe IPs provided for this study will be used only as directed in the Clinical Study Protocol.
@)
60

& All IPs will be returned to the approved study returns vendor for destruction after accountability
A and reconciliation is complete.

CONFIDENTIAL AND PROPRIETARY 66 of 142



9
N

Clinical Study Protocol Version 3.0, Amendment 2

1.7 Metered-dose inhaler: handling and cleaning

Detailed handling instructions will be provided to the site in the form of a ‘Site Manual’
document, which will cover all aspects of the study with regards to IP. An ‘Instructions For
Use’ document can be found in Appendix J, Metered-dose Inhaler Handling and Cleaning,
focusing on the IP MDI device.

The importance of the device cleaning and priming requirements should be emphasised to
subjects. Priming of the I[P MDI must occur. Device priming should not be conducted in thed

same room as spirometry assessments are being conducted. ‘%\0
Q
xQ
7.8 Concomitant medications and other treatments KQS\'
©)
7.8.1 Investigational product and Ventolin therapies %00

0
Only Sponsor-provided IP dosed QID and Sponsor-provided Ventolin tk&\apy to be used in
response to asthma symptoms are allowed during the study. No oth%@sthma medications are

allowed during the study. o)
o)
Subjects on maintenance allergy immunotherapy (AIIQ arpﬁowed to continue their AIT; the
N

new initiation of AIT during the study is not allowe? Q
o’ X

7.8.2 Medications that may affect e&s@?ﬂity and FEV testing

Subjects are only eligible for enrollmen{sﬁﬁo%e(S/ENALI study if they are taking SABA alone
prn or with low-dose ICS; subjects pqgéntgs}?\g at Visit 1 being treated with any other asthma
medication are ineligible. Therefore, t};@@nly restriction for eligible subjects’ reversibility
testing at Visit 1 (or 1A, if applicabé@”is the requirement not to take SABA (Visit 1) or
Sponsor-provided Ventolin (Visi;&\?A) within 6 hours of lung function testing. At Visit 2
onwards, both IP and Spons ovided Ventolin should not be administered within 6 hours
prior to lung function test@.

R
7.8.3 Prohilg\g"@d medications

Prohibited cog@%itant medications during the study include:

Q
. Oralo*{;%renteral, or rectal corticosteroids (except if required to treat asthma exacerbation)
< . . .
o g}ry other asthma medication except Sponsor-provided IP and Ventolin

%\,@Montelukast, for any indication
()

0((\ e Inhaled disodium cromoglycate or inhaled nedocromil sodium
O

60

e S-lipoxygenase inhibitors (ie, zileuton)
e Inhaled anticholinergics

e Phosphodiesterase inhibitors (ie, roflumilast)
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e Omalizumab, benralizumab, mepolizumab, reslizumab, dupilumab or any other monoclonal
or polyclonal antibody therapy for any reason (intra-ocular administration of monoclonal or
polyclonal antibody therapy is allowed)

&
e Beta2-adrenergic blockers including eye-drops (specific cardio-selective beta-blockers in 0,5\\0
low daily doses, eg, metoprolol in doses up to 100 mg/d, are allowed) QQ\\
e Systemic treatment with potent cytochrome P450 3A4 inhibitors (eg, ketoconazole, C\)(\(b
itraconazole, and ritonavir) ‘\%\\)
8 STATISTICAL ANALYSES &
2
8.1 Statistical considerations .\’.@(\
<
All personnel involved with the analysis of the study will remain blinded until dgtabase lock
and identification of Clinical Study Protocol violators are identified. ;QOQ
o
N

Analyses will be performed by the Sponsor or its representatives. 3
QO

The IDMC will have access to unblinded data in closed sessions @ith an unblinded statistician

upon their request (see IDMC charter). O
=\ ‘\\0(0
A comprehensive statistical analysis plan (SAP) bg@repared prior to first subject
randomized and any subsequent amendments Q‘? ,\sQiocumented, with final amendments
completed prior to the unblinding of the da@.\ ) ,1/’5\
Q!
O?" %\O
8.1.1 Estimands <7 S
<2
Two estimands are of interest in this %;\@05’,

N
The primary estimand of interestq’i‘s(%he efficacy estimand, defined as the effect of the
randomized treatment in all s@ects assuming continuation of randomized treatment for the
duration of the study, re @Qﬂess of actual compliance. This estimand could be considered as a
while-on-treatment st y or a hypothetical strategy as defined in the draft International

Conference on Hag@(?nization (ICH) E9 Addendum.

The second es&?%and of interest is the attributable estimand, defined as the effect of treatment in

subjects a@ﬁ%utable to the randomized treatment. For this estimand, discontinuation of

randog&ed treatment for reasons such as tolerability or lack of efficacy is considered a negative

ou e. This estimand is a mixture of composite and hypothetical strategies as defined in the
@&aft ICH E9 addendum.

c°°§

8.2 Sample size estimate

8.2.1 Initial assumptions and estimates

A blinded sample size re-estimation was performed once 44% of subjects had completed Week
12. Based on the blinded estimate of variability, approximately 1000 subjects are required in
order to demonstrate at least 90% power. Consequently, the total randomized adult and
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adolescent subjects has been increased to 1000. This section details the initial assumptions of
variability prior to calculating the blinded sample size re-estimation. Please refer to

Section 8.2.2 for details on the sample size and power calculations following the blinded sample
size re-estimation.

Prior to the blinded sample size re-estimation, randomization of approximately 120 subjects to

each treatment group expected provide at least 93% probability to detect a 100 mL difference ind$

the change from baseline in trough FEV at Week 12 for comparison of BD MDI versus plagebo
MDI, BDA MDI versus placebo MDI, or BDA MDI versus AS MDI. This calculation vyaﬁxo
based on a standard deviation of 210 mL obtained from the placebo MDI group of St%@\
PT008001 and an assumed dropout rate of 10% and 15% for active and placebo tr%q’l?nent
group, respectively, prior to Week 12. o
=

Prior to the blinded sample size re-estimation, it was assumed that the sa@ size of 120
subjects per treatment group would also provide >99% probability to ie‘trgct a 130 mL difference
in FEV1 AUCo.6 houss over 12 weeks for comparison of BDA MDI vefSus BD MDI (effect sizes
for AS MDI or BDA MDI versus placebo MDI should be consig&ably larger). This calculation
assumed a 2% dropout prior to Week 1 and an effective stangdard deviation of 140 mL which
was derived from the following: a per visit standard@%vi tidn of 200 mL (ProAir Respiclick
Studies 301 and 304 and the AS MDI Dose-Rangl% S*&iy DC6930C00001), a correlation
between visits of 65%, and projected subjec}\@q i8tion of 4 out of 5 visits.

O
8.2.2 Blinded sample size re@?n\\l}gﬁon
Following the blinded sample size re%%t{gg%tion, randomization of approximately 200 subjects
(>18 years of age) to each treatment @%(l\lp will provide 90% probability to detect a 100 mL
difference in the change from basgpme in trough FEV; at Week 12 for comparison of BD MDI
versus placebo MDI, BDA M ersus placebo MDI, or BDA MDI versus AS MDI. This
calculation is based on a st&g(ﬁard deviation of 290 mL obtained from the blinded sample size
re-estimation performe Q(ﬁer 44% of subjects completed Week 12 and an estimated overall

dropout rate of 11% Opfr'or to Week 12.
X

Following the bfhded sample size re-estimation, the sample size of 200 subjects (>18 years of
age) per tr%tment group will also provide >99% probability to detect a 130 mL difference in
FEV, 0-6 hours Over 12 weeks for comparison of BDA MDI versus BD MDI (effect sizes for
AS I or BDA MDI versus placebo MDI should be considerably larger). This calculation
aQSﬁ\mes 2% dropout prior to Week 1 and an effective standard deviation of 290 mL obtained

®Qﬁom the blinded sample size re-estimation performed after 44% of subjects completed Week
N
O

60

12.

Approximately 1000 adults (>18 years of age) and adolescent subjects (12 - 17 years of age,
where approved) with asthma will be randomized 1:1:1:1:1 to 1 of 5 treatment groups
(approximately 200 subjects per group: BDA MDI 80/180 pg QID, BDA MDI 160/180 pg QID,
BD MDI 160 pg QID, AS MDI 180 pg QID, or placebo MDI). In addition, where approved, up
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to 30 child subjects (aged 4 to 11 years) with asthma will be enrolled but will not receive high
dose ICS and will be randomized 1:1:1 to receive low-dose BDA MDI 80/180 ug QID, AS MDI
180 pg QID, or placebo MDI. Approximately 2000 subjects will need to be screened, assuming
an estimated screen failure rate of approximately 50% prior to randomization. This Phase I11
study is planned to be conducted globally.

A second blinded sample size re-estimation will be performed once approximately 65% of the &

revised sample 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 an
impact from COVID-19 with respect to lung function variability and dropout rates ca
quantified more accurately. Final total enrollment in the study will be confirmed f%l\hf?wing the
second blinded sample size re-calculation in order to ensure 90% power. (\6

Any further potential increase in sample size will be capped at 1300, a 3{002)@\?201‘6386 above the

revised 1000 subjects. 3
&
8.3 Definitions of analysis sets Qo )
“O
8.3.1 Full analysis set >
ull analysis se < \\0’0

The full analysis set is defined as all subjects whg@e pgﬁ%omized to treatment and take any
amount of [P. Subjects will be analyzed accz@g ,&Qﬁhe treatment they were assigned at

. . . %
randomization. ?‘O o&/
. O .
All efficacy analyses will be conduc@g/on@he full analysis set.
)

O
The efficacy and attributable estima@_@ﬁvill include all data obtained before subjects discontinue
randomized treatment. (Q(&
D

8.3.2 Safety analysés’%et

O
The safety analysis se%@%eﬁned as all subjects receiving any amount of the IP. Subjects will be
classified on the ba@s‘bof treatment they actually received. If a subject receives >1 IP, he or she
will be summari&d according to the treatment the subject received the most. All safety
summaries \&1‘1} e based on the safety analysis set.

O

8.4 %\’\\O Violations and deviations

I@rtant protocol deviations will be listed and summarized by randomized treatment group. A
Qﬁer protocol analysis excluding subjects with significant protocol deviations is not planned.

All subjects who failed any inclusion/exclusion criteria will be listed along with details of the
failed criteria. This information will also be summarized in terms of the number and percentage
of subjects failing any of the inclusion/exclusion criteria and will be based on the full analysis
set.
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8.5 Outcome measures for analyses
8.5.1 Primary efficacy analysis
The primary analysis will include all data obtained before subjects discontinue randomized {5‘\\0(\
treatment and will use the full analysis set, in accordance with the primary estimand (Section N
8.1.1). N
&

. . N

8.5.1.1 Dual-primary efficacy endpoints Og\%

The primary efficacy analysis comprises of 2 dual-primary endpoints of change from b%@*‘}\me in
FEV1 AUCo.6 hours over 12 weeks and change from baseline in trough FEV; at Week\bg\.
Baseline FEV will be taken as the average of the 60- and 30-minute pre-dose sp{m’fhetw
measures at randomization (Visit 2). OQO

\
8.5.1.1.1  Derivation for FEV{ AUCy. hours Q’bﬁ\é\
FEV1 AUCo.6 hours Will be calculated for the changes from the baseling{randomization visit)

using the trapezoidal rule and will be normalized by dividing by %{éz’flme (in hours) from dosing

to the last measurement included (typically 6 hours). &
\\'
0
8.5.1.1.2  Derivation for trough FEV, Q* Q\\o
Trough FEV; will be taken as the average of the Gﬁ? 81@?30-minute pre-dose spirometry
measures prior to dosing of IP. &Q,O (b’\\o
O
In subjects with only 1 pre-dose asses@m\s@? trough, the value will be calculated from the
single measurement. <& Q,(b
D

AN
8.5.2 Secondary efficacy %&g’lyses

The secondary analyses will 1 ﬁie all data obtained before subjects discontinue randomized
treatment and will use the ‘@ﬁ’analysis set, in accordance with the primary estimand

(Section 8.1.1). L
‘on
8.5.2.1 Derivaion for time to onset (15% increase in FEV1) on Day 1 and duration of
effe¢t’on Day 1

Time to on&@?minutes) on Day 1 will be calculated as the time from dosing on Day 1
(randor%éation day; Visit 2) to the first instance within 30 minutes in which a percentage
chaugé~ rom baseline in FEV| greater or equal to 15% is observed:

N

Q}z‘}me of first 15% increase in percentage change from baseline in FEV| — Time of dosing on

C’\)((\Day 1 (randomization, Visit 2)

60

The duration of effect for each subject will be defined as the time from onset of at least a 15%
increase in FEV1 to the offset of the 15% increase in FEV1 relative to baseline. If the offset of
response was not achieved during the assessment period, the last available time of assessment
will be used as the offset. If a subject had a second onset of response subsequent to achievement
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of offset, their data for that subsequent period will be excluded from the duration of response
calculation.

8.5.2.2 Derivation of Asthma Control Questionnaire-7 variables ;\}o(\
All 7 items are assessed on a 7-point scale (0=good control; 6=poor control). The overall score \\0{0
is the mean of the 7 items. At least 6 out of the 7 items are needed to provide an ACQ-7 score. ’OQQ

Q0

O

The minimal important difference (MID) in ACQ-7 score is estimated to be 0.5 (Juniper ZOQéQ,\\’
On the basis of the MID, responders at Week 12 are defined as subjects achieving a declir@o

from baseline of at least 0.5: &°
&

e Responder: (Week 12 — baseline) <-0.5 ég

e Non-responder: (Week 12 — baseline) >-0.5 %00

Subjects who discontinue treatment for any reason before Week 12 will ]%é:%lassiﬁed as non-
responders. Baseline is defined as the most recent non-missing score&@%ore the first dose of
randomized IP. 2

O

Additionally, an exploratory endpoint will be considered to @igess the changes from baseline

ACQ-7 overall score at Week 12 as the following %ﬁ%@tor:
S
e Improvement: (Week 12 — baseline) ,%/@.5;\\0(\
v
e No Change: -0.5 < (Week 12 b@?é@\< 0.5
0 . -0. - :
N

e Worsening: (Week 12 — baseli\r&q@j 0.5
2

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

p (0(\

The interviewer-adminigggted version will be implemented for children aged 4 to 10 years. As
the ACQ-7 is not Valig?ted for children <6 years old, data for subjects who are 4 or 5 years of
age will be exclu@é@ from the analyses of ACQ-7 endpoints.

%)

<

8.5.3 ;?ploratory efficacy analyses
L
The ezg\lﬂgratory analyses will include all data obtained before subjects discontinue randomized

treatdrent and will use the full analysis set, in accordance with the primary estimand

@(Section 8.1.1).

GOO) 8.5.3.1 Derivation of severe exacerbation endpoints

9
N

For the production of summary statistics, the raw annualized severe asthma exacerbation rate
will be calculated according to the following formula:

Annualized severe exacerbation rate=), number of severe exacerbations*365.25/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, the follow-up is calculated as:

Date of latest follow-up-date of randomization (Visit 2) + 1.

(\
)

Otherwise, follow-up is calculated as the discontinuation date of randomized treatment: . 0’5\'\

AN

~
Date of randomized treatment discontinuation-date of randomization (Visit 2) + 1. \(\’OQ

O
N

8.5.3.2 Derivation of deterioration of asthma variables O‘\%

The deterioration of asthma rate will be calculated in a similar way as the raw annuahz@}psevere

asthma exacerbation rate (Section 8.5.3.1). .\’.@
<
N
8.5.3.3 Derivation of peak FEV1 (\O
Peak change from baseline in FEV| will be calculated using the largest FE&O\/alue measured
following dosing of IP. Q’b\
&

8.5.34 Derivation of peak expiratory flow

The best of at least 3 PEF measurements will be recorded by,gug,\ subject in the morning and
before going to bed in the evening prior to taking anédasth\rg@ therapy. PEF will be analyzed

separately for the morning and evening. C)O R

Q .
8.5.3.5 Derivation of Asthma Contro&(gqe Onnaire-S variables
3

\\
Derivations for responder status for A (}?5 @ be performed as described in Section 8.5.3.2.
At least 4 out of the 5 symptom itemﬁ?ar&ﬁ%\‘éded to provide an overall ACQ-5 score.
D
N

X
8.5.3.6 Derivation of Asthma @ality of Life Questionnaire +12 and Pediatric Asthma
Quality of Life Queg%nnaire variables

AQLAQ consists of 32 questig@n 4 domains and PAQLQ consists of 23 questions in
3 domains. Both are assesgé‘d on separate 7-point Likert scales from 1 to 7, with higher values
indicating better healtlgbglated quality of life.

)

&)
For overall healt&ér\élated quality of life and for each of the domains, the MID has been
determined toJe a change in score of 0.5 (Juniper 1994). On the basis of the MID, responders at
Week 12 Qﬁq’deﬁned as subjects achieving an increase from baseline of at least 0.5:

O

. ,g%sponder: (Week 12 — baseline) >0.5
@(’\\ Non-responder: (Week 12 — baseline) <0.5

c°°§

Subjects who discontinue treatment before Week 12 for any reason will be classified as non-
responders. Baseline is defined as the most recent non-missing score before the first dose of
randomized IP.
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8.5.3.7 Derivation of Ventolin therapy variables

Ventolin therapy will be analyzed through the average number of administrations (puffs) per
day.

Total daily number of puffs will be calculated for each subject as the sum of the cumulative

puffs of Ventolin therapy divided by the number of days the subject was in the study prior to R

treatment discontinuation. S
2

Total daily number of puffs will be further characterized within 4-weekly time intervals, QO

throughout the randomized treatment period. Further details will be provided in the S&?

.\.
Baseline number of puffs per day will be based on the last 10 days of the run-mcgerlod prior to

before the first dose of randomized IP. %OQ
0
Q
8.5.3.8 Derivation of other eDiary variables *A{b
Symptom-free days K’bo
O
A symptom-free day is defined as the fulfillment of both of @Epfollowmg criteria:

O
Q S
e A day and night with no asthma symptom\s)(ae %ma symptom score=0)

e A night with no awakenings due to w@%%@%ptoms

O
g
Asthma control days O
&
An asthma control day is defined as thgc%lﬁllment of all of the following criteria:

2
E
e A day and night with no @%ma symptoms (ie, asthma symptom score=0)

e A night with no a\%@k%nings due to asthma symptoms

R

e A dayand nciDgﬁ?Qwith no use of prn Ventolin therapy
X

8.6 N@ﬂ?ods for statistical analyses

All tests gﬁ?be 2-sided and at 5% level of significance unless otherwise stated.

Q
In actﬁ;i\ﬁon to the analyses described below, all variables will be summarized descriptively

&h re appropriate.

8.6.1 Analysis of the dual-primary variable

The first and second dual-primary variables, change from baseline in FEV1 AUCo.6 hours, and
change from baseline in trough FEV will each be analyzed using a repeated measures (RM)
linear model to compare treatment groups. The model will include baseline FEV 1, percentage
reversibility to Ventolin, and age as continuous covariates, and visit, treatment, the treatment-
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by-visit interaction, and prior ICS use (Yes/No) as categorical covariates. Baseline will be
defined as the average of the pre-dose assessments collected on randomization (Visit 2).

An unstructured variance-covariance matrix will be implemented. If this model fails to
converge, a heterogeneous Toeplitz (TOEPH) will be fit.

FEV1 AUCo-6 hours over 12 weeks will be calculated using an appropriate contrast. Two-sided

p-values and point estimates with two-sided 95% confidence intervals will be calculated for ‘\%\\)
each pairwise treatment contrast. More details will be provided in the SAP. QO

O

2
The planned treatment comparisons for the primary analysis will be sequentially tes@\ in the
8 step sequence as specified below. Comparisons will stop if a non-statistically s{@.\i'ﬁcant result
occurs. All comparisons are of superiority. Formally, the null and alternative hy%otheses for

. . Q
each comparison are: (Q
R
Ho:Difference between treatment =0, (\A
&(b
Ha: Difference between treatme%(v%.
xS

D
Change from baseline in FEV1 AUC.6 hours over 12 Q"e\ekg\o
O R
1. AS MDI 180 pg QID versus placeb(k @I ,g@
O P
2. BDA MDI 160/180 pg QID vers@p@ébo MDI QID
&>
3. BDA MDI 160/180 pg QID vey@%D MDI 160 pg
>
Change from baseline in trough Eg&? at Week 12:
4. BD MDI 160 pg Q%I\)Zﬁérsus placebo MDI QID
o
5. BDA MDI 16%/§1§0 ug QID versus placebo MDI QID
0
6. BDA M]a;ﬁéonso ug QID versus AS MDI 180 pg QID

&
>
Statistical t&ting for BDA 80/180 pg will proceed in a similar manner as for BDA 160/180 pg,

X
as shovsqpoelow:
>

N
81@@6 from baseline in trough FEV; at Week 12:
<
0\}6\ 7. BDA MDI 80/180 pug QID versus placebo MDI QID
60
&\(‘\\% 8. BDA MDI 80/180 pg QID versus AS MDI 180 pg QID

The Type I error will be controlled sequentially by testing in the above order. If a comparison is
significant (alpha=0.05, two-sided), testing will proceed to the next comparison.
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ug versus AS MDI 180 pg will exclude the child subjects aged 4 to 11 years as they will not be ;\30(\
randomized to BDA MDI 160/180 pg. However, the comparison of BDA MDI 80/180 pg ’\\0(0
versus AS MDI 180 pg and BDA MDI 80/180 pg versus placebo MDI will include subjects Q,QQ

from all age groups. \\)C\)(\

g\%

The comparisons of BDA MDI 80/180 pg QID versus placebo MDI QID and BDA MDIO&O% 80

pg QID versus BD MDI 160 pug QID for FEV1 AUCo.6 hours 0ver 12 weeks are not inclg@%d in
the Type I error control procedure as they redundantly evaluate the contribution of a}%’uterol to
the combination, which is already captured in Steps 2 and 3. However, these confparisons will
be reported for completeness. r}\oo
Q
All subjects who are randomized and are part of the full analysis set wili®e analyzed according
to the strata they were allocated to in IVRS/IWRS in this primary anfilysis. A sensitivity
analysis will be conducted based on subjects’ actual strata to as&é@s the impact of miss-
stratification on the model results. ,5\\0
A ©

Q"
8.6.2 Analysis of the secondary effica@)ﬁ}arﬁ%les
Q

Q&
For all secondary analyses the same treatme&f(eo@%risons as for the primary analysis will be
conducted (Section 8.6.1). y@ O&/
O

8.6.2.1 Median time to onset (lg“ﬁdﬁ’?rease in FEV1) and duration of effect
The median time to onset (defined asd®% increase in FEV)) over the pre-treatment value at
randomization (Visit 2) will be coypared among treatment groups using a Wilcoxon rank sum
test. Confidence intervals for th@%edian treatment difference will be calculated using the
Hodges-Lehmann method. <\Q>

O

Descriptive statistics é&%uration of response will be reported by treatment group.
xO
Only the subj e%@%ho achieve the 15% increase in FEV| within 30 minutes post-dose will be

included in @E\ée calculations.

O

8.6.2.2\§\O Asthma Control Questionnaire-7
T %imary analyses of ACQ-7 will be conducted in subjects that are uncontrolled at baseline

Qﬁk, baseline ACQ-7 >1.5) as these are the subjects capable of demonstrating a clinically

0((\ meaningful response with treatment.
O

60

The responder variable described in Section 8.5.2.2 at Week 12 will be analyzed using a logistic

regression model with treatment and previous ICS use (Yes/No) as categorical covariates, and
baseline ACQ-7 score, baseline post-dose percent predicted FEV; and age as continuous
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covariates. From the logistic regression model treatment effects will be estimated by odds ratios
and its corresponding 95% confidence interval along with p-values.

Baseline is defined as the most recent non-missing score before the first dose of randomized IP. ;\}o(\
Subjects who discontinue treatment for any reason will be classified as non-responders. The .\\c,'b
frequency and percentage of responders will be summarized descriptively for all study visits. ,OQQ

X

O

The treatment effect for change from baseline in ACQ-7 will be estimated using a mixed mode®
RM (MMRM) analysis. All data up to Week 12 will be included in the model, with terms {&
age, treatment, visit, treatment*visit, prior ICS use (Yes/No), baseline ACQ-7 score and,\O
baseline post-dose percent predicted FEV;. Visit will be fitted as a categorical variap#¢, and the
variance-covariance matrix will be assumed to be unstructured. If the procedure d@es not
converge, then a heterogeneous TOEPH will be used instead. This model wi]\é‘l’)e used to give an
overall assessment of the treatment effect as well as 95% confidence inte@s.
>
A\
Change from baseline will also be described descriptively for all stggﬁvisits.
N
O
8.6.3 Analysis of safety variables &\o(\
>
The safety analyses will include all data obtained bq@‘re 819] ects discontinue randomized
treatment and will use the safety analysis set. QOQQ}Q
;\\'O
8.6.3.1 Adverse events O {/1,(0
@)
Adverse events will be summarized l%ﬁ%a@%nt group, system organ class and preferred term
assigned to the event by the Medical i((i@@nary for Regulatory Activities. AEs will also be

B

listed for each subject. >
N\
>
8.6.3.2 Vital signs *6\
O
Change from baseline thr%{tg’ﬁout the study will be assessed for vital signs variables collected
on the eCRF. R
P

Baseline is deﬁn@\gs the most recent non-missing measurement before the first dose of
randomized Hi)"o@

8.6.3.3 O\‘%linical chemistry and hematology

Clin'e}lochemistry and hematology parameters will be summarized by treatment group and Visit
a,Qé\)vill also be listed by subject.
QO

7
\)(Q Baseline is defined as the most recent non-missing measurement before the first dose of

randomized IP.

8.6.3.4 Electrocardiogram
ECG parameters will be summarized by treatment group and Visit and will also be listed by
subject.
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Baseline is defined as the most recent non-missing measurement before the first dose of
randomized IP.

8.6.3.5 Concomitant medication ;\}o(\
0

The number and percentage of subjects who take allowed concomitant medications, and those W

who take disallowed concomitant medications during the study, will be presented by treatment R

&

group. 3

2

)
8.6.4 Analysis of exploratory variables ‘\OQ

o
The treatment comparisons in the secondary analyses given below are compared in .\tl@(\same
way as the primary analysis. ég
. )
8.6.4.1 Severe exacerbations Q
&
The raw annualized exacerbation rate will be summarized descriptivel\{igr treatment, using the
derivation described in Section 8.5.3.1. beo
O

8.6.4.2 Deterioration of asthma ;\30(\

0
Annualized deterioration of asthma will be summagie&i Q@éﬁe same way as the annualized

severe asthma exacerbation rate (Section 8.6.4.1Y0 Q’b

& 8
8.6.4.3 Peak FEV1 O {(1/
Peak FEV; at Day 1 (Visit 2) and Dag&z i O3) will be analyzed using the same method as for
trough FEV; and FEV1 AUCo-6 hours. as@%ie will be defined as the average of the pre-dose
assessments collected on Day 1. Q‘}\(\

S
8.6.4.4 Peak expiratory ﬂ&é\
The mean value of change N baseline in PEF data during the randomized treatment period
will be analyzed by analysis of covariance with treatment, ACQ-7 at randomization (<1.5/>1.5),
and prior ICS use (YeS?N 0) as factors, and age and baseline PEF score as continuous covariates.
The summary m%’é\?re for the comparison of treatments will be the estimated mean difference,

presented witls%ﬁ’e corresponding 95% confidence interval.
Q@

0
AdditionaHy, an RM analysis will be conducted and will be partitioned into 4-weekly time
interyls across the randomized treatment period. The analysis model will additionally include

ti@i@ point and treatment*time point as factors.
QO
<

0\)& 8.6.4.5 Asthma Control Questionnaire-5 variables

60

The responder variable for ACQ-5 at Week 12 will be analyzed using a logistic regression
model in the same way as ACQ-7 (Section 8.6.2.2).

The treatment effect for change from baseline in ACQ-5 will be estimated using an MMRM
analysis in the same way as ACQ-7 (Section 8.6.2.2).
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The 3-factor categorization of ACQ-7 (Improvement; No change; Worsening) will be
considered in an exploratory analysis using a logistic regression model adjusted for the same
covariates as for the binary response of ACQ-7 (Section 8.6.2.2).

(\

“O

QY
8.6.4.6 Asthma Quality of Life Questionnaire +12 and Pediatric Asthma Quality of .\\c,'b

Life Questionnaire Q,QQ
The responder analysis will be conducted in the same way as ACQ-7 (Section 8.6.2.2). \\)c‘)(\
=)
S\

The domain scores as well as the overall scores are calculated from the unweighted arithme€¢
means of the individual question scores. The treatment effect for change from baseline g@
AQLQ+12 and PAQLQ overall scores up to Week 12 will be estimated in the same.\L@Sa\y as
ACQ-5, using an MMRM analysis. &

&
Change from baseline will also be described descriptively for all study Vis@?or each of the

domains and the overall scores. Q’b\
D
In all the scenarios above, baseline is defined as the most recent %gufpmissing measurement
before the first dose of randomized IP. O
(8\\0
As the PAQLQ is not validated for children <7 ye%;?%f @%c,) data for subjects who are aged 4 to
6 years will be excluded from the analyses of I%Q g’@%dpoints.
N
8.6.4.7 Ventolin therapy O

Change from baseline in Ventolin ther@@ @%ompared with the mean value of available data
during the study. The data will be an%z&@using analysis of covariance with treatment, ACQ-7
at randomization (<1.5/>1.5), and pri@ﬁCS use (Yes/No) as factors, and age and baseline daily
number of puffs as continuous covg¥iates. The summary measure for the comparison of
treatments will be the estimat%ck&\ean difference, presented with the corresponding 95%
confidence interval. <\'®

)

.. K. : :
Additionally, an RM @iﬁlysw will be conducted on the change from baseline Ventolin therapy
partitioned into 4-w&ekly time intervals across the randomized treatment period. The analysis
model will adgj;ﬁonally include time point and treatment*time point as factors.

Q@
8.6.4.8 O\Q)ther eDiary variables

Asthn;a%aytime/night-time symptoms and night-time awakenings due to asthma will be
c,(\)'{ﬁ})ared with the mean value of available data during the study. The data will be analyzed
@S\sing analysis of covariance with treatment, ACQ-7 at randomization (<1.5/>1.5), and prior ICS

0\)& use (Yes/No) as factors, and age and baseline as continuous covariates. The summary measure
P for the comparison of treatments will be the estimated mean difference, presented with the

&‘{\\ corresponding 95% confidence interval.
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Additionally, an RM analysis will be conducted on the aforementioned eDiary endpoints,
partitioned into 4-weekly time intervals across the randomized treatment period. The analysis
model will additionally include time point and treatment*time point as factors.

(\

)

QO
Change from baseline will also be summarized for each subject by treatment group using .\\c,'b
summary statistics. In all the scenarios above, baseline is defined as the most recent score ,OQQ
before the first dose of randomized IP. \\)c‘)(\

=)
. N
8.6.5 Subgroup analysis QO
O

The assessment of treatment effect will also be investigated in the stratification varia and
other clinically important subgroups and will be defined in more detail in the SAP@\,‘\
N
©)

8.6.6 Interim analysis ;\\OQ

N
No interim analyses will be conducted in this study and the study blind i@‘i\o be maintained until
all subjects have completed the treatment period and until after the d(gﬁ;base has been locked.

8.6.7 Sensitivity analysis

8.6.7.1 Tipping point analysis g

Multiple imputations tipping point analysis unde(ﬁe rﬁ%Qsing not at random assumption
(MNAR) will be conducted. For subjects in %L‘Q’.@ MDI groups, and subjects in AS MDI and
BD MDI when comparing to placebo M higxﬁaethod will impute missing values post-study
discontinuation for lack of asthma conq/@ as@oming they were more likely to have a worse
outcome than as implied under the m%"si&ébat random assumption (MAR). The tipping point
analysis will incrementally penalize t@é%issing data under the missing not at random
assumption until a non-statistical(l(‘(ﬁlfgniﬁcant comparison is observed.

The tipping point approach d@%\éribed above will be repeated and all missing data over the
randomized treatment pe&’b will be imputed under the MNAR assumption. Further details will
be provided in the SI%E}Q

O

xS
8.6.7.2 Att‘g@utable estimand

Analysis ofgﬁl\e)attributable estimand will be conducted in the full analysis set, but data that are
missing.fYe to treatment discontinuation will be imputed based on the 95th or the 5th percentile
of th\?}eference group’s distribution if the reason is reasonably attributable to tolerability or lack
@@ﬁcacy. The 95th percentile would apply to an endpoint for which a higher value is a worse
Zoutcome, while the 5th percentile would apply to an endpoint for which a higher value is a

¢ better outcome. More detail about the computation of the attributable estimand will be provided

in the SAP.
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8.6.7.3 COVID-19 pandemic impacts

As the trial is ongoing during the coronavirus disease (COVID-19) pandemic, it will be
necessary to evaluate any potential intercurrent events due to COVID-19 and quantify their
impact on the efficacy and safety profile of the study.

At a minimum, the number of missed visits, premature withdrawals, and efficacy assessments
not done will be summarized descriptively by treatment group and overall across treatment
groups. Where appropriate, the subject level data for missed visits and assessments will list@i%
along with the corresponding link to COVID-19, as recorded in the eCRF. It is not antic@ed
that missing data and premature withdrawals due to COVID-19 will be related to ra@\%nized
treatment. Therefore, missing data due to COVID-19 will be assumed missing at r@"’fdom n
accordance with the efficacy estimand. If further sensitivity analyses are deen@@necessary
following a blinded review of missing efficacy due to COVID-19, further, dﬁils will be
provided in the statistical analysis plan, prior database lock and unblincﬁ@'g\.

)

QO
Similarly, at a minimum, the number of missed scheduled safety g@&ssmemts due to COVID-19
will be summarized descriptively by treatment group and acrogftreatment groups. Subjects with
suspected or confirmed diagnosis of COVID-19, and/&r CQZ@?D-D related AEs and SAEs will
: . : . N
be summarized descriptively. Subject level hstln5§f I@ed safety assessments and
COVID-19 related (S)AEs will be listed. N
;\\'O

AT
9 STUDY AND DATA %&W@&EMENT
N
9.1 Training of study sit@%gﬂf?
S

Before the first subject is entered in@e study, a designated representative will review and
discuss the requirements of the C Yical Study Protocol and related documents with the
investigational staff and also tgﬁn them in any study specific procedures and the Rave WBDC
system(s) utilized. O{\.(b

~
The investigator willcgﬁ%ure that appropriate training relevant to the study is given to all of these
staff, and that angﬁ%w information relevant to the performance of this study is forwarded to the

staff involvedof'o@
‘QQ)
The inveghigator will maintain a record of all individuals involved in the study (medical,

nurs&@, and other staff).

Q
QQ‘\Z Monitoring of the study
o‘)&

During the study, the Sponsor or a designated representative will have regular contacts with the
study site, including visits to:

e Provide information and support to the investigator(s)

e Confirm that facilities remain acceptable
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Confirm that the investigational team is adhering to the Clinical Study Protocol, that data
are being accurately and timely recorded in the eCRFs, that biological samples are handled
in accordance with the Laboratory Manual, and that IP accountability checks are being
performed

Perform source data verification (a comparison of the data in the eCRFs with the subject’s
medical records at the hospital or practice, and other records relevant to the study)

including verification of informed consent/assent of participating subjects. This will requigbc"

direct access to all original records for each subject (eg, clinic charts) Qos\

e Ensure all SAEs and AEs have been captured and reported correctly, providing O\g&gght of
subject safety while on study .\1@

e  Verify the correct storage, handling, dispensation, and return of all IP o

e Ensure withdrawal of informed consent/assent to the use of the subj eg:‘;b%qgological samples
is reported and biological samples are identified and disposed of/deg@%yed accordingly, and
the action is documented, and reported to the subject (\*

o
The designated representative will be available between Visih@\the investigator(s) or other staff
at the center needs information and advice about th@&n@&rz}of the study.
P R

9.2.1 Source data (é) ,.\\OQ

Source documents provide evidence for thg-£xjgince of the subject and substantiate the

integrity of the data collected. Source @%@é}lts are filed at the investigator’s site.

Data entered in the eCRF that are trang %ed from source documents must be consistent with
the source documents or the discre,géhcies must be explained. The investigator may need to
request previous medical recor%é(%r transfer records. Also, current medical records must be
available. >

&
Definition of what cor@%utes source data can be found in the Source Data Agreement, agreed
with each investi%a@r before site initiation.

‘.OQ)
9.2.2 g)thdy agreements

The invgstigator/participating center should comply with all the terms, conditions, and
obli%e}ions of the Clinical Study Protocol, or equivalent, for this study.

&

Q@inical Trial Agreements with the investigator/participating center should be in place before
0\} any study-related procedures can take place, or subjects are enrolled.
60
&s{\\% 9.2.3 Archiving of study documents

The investigator follows the principles outlined in the Clinical Trial Agreement.
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9.3 Study timetable and end-of-study

The end-of-study is defined as ‘the last visit of the last subject undergoing the study’.

The study may be terminated at individual centers if the study procedures are not being
performed according to Good Clinical Practice (GCP), or if recruitment is slow. The Sponsor
may also terminate the entire study prematurely if concerns for safety arise within this study or
in any other study with BDA MDL. ‘\%\\)
®)

9.4 Data management é\oo

Data management will be performed by the Data Management Team at —\

according to the Data Management Plan. o)
N
O
The data collected through third party sources will be obtained and recona’(&\d against study

data. Data from third parties will be transferred in accordance with dataf®ansfer specifications
and reconciled in accordance with the Data Management Plan. >
N
O
AEs and medical/surgical history will be classified accordin ‘\@\the terminology of the latest
version of the Medical Dictionary for Regulatory Acti&itie\g_@[ the time of database lock.
Medications will be classified according to the W. SAth Organization Drug Dictionary. All

coding will be performed by the Medical Codj . at_
g p y '&/@ ((@Qn

Data queries will be raised for inconsistggi; 11r@ssible, or missing data. All entries to the study
database will be available in an audiaiéq ) "b&

The data will be validated as define @(;he Data Management Plan. Quality control procedures
will be applied to each stage of dg\té andling to ensure that all data are reliable and have been
processed correctly. The Data(Management Plan will also clarify the roles and responsibilities
of the various functions a%éﬁ’ersonnel involved in the data management process.

Serious adverse even@%conciliation
)

SAE reconciliati(g@eports are produced and reconciled with the applicable _
Safety and Ph@lacovigilance Department safety database and/or the investigational site.

Manage@éﬁ)t of external data

Data Management will set up import agreements with third party data sources, to
eg\l'@‘re external data is integrated in line with applicable data standards.

\)((\Qginal database lock

Database lock will occur once ‘the last visit of the last subject participating in the study has
been completed’ all data have been coded, validated, signed, and locked, and clean file has been
declared.
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10 ETHICAL AND REGULATORY REQUIREMENTS
10.1 Ethical conduct of the study

The study will be performed in accordance with ethical principles that have their origin in the ;\30(\
Declaration of Helsinki and are consistent with ICH/GCP and applicable regulatory Q
requirements. R

10.2 Subject data protection Os\@

The informed consent/assent form will incorporate (or, in some cases, be accompanied %9%
separate document incorporating) wording that complies with relevant data protecti_@@%nd
privacy legislation. ég
&
Subjects will be assigned a unique identifier by the Sponsor. Any subject I\§Srds or datasets
that are transferred to the Sponsor will contain the identifier only; subj egbﬁlames or any
information which would make the subject identifiable will not be trqﬁsferred. Subjects must be
informed that his/her personal study-related data will be used by ghe Sponsor in accordance with
local data protection law. The level of disclosure must also b&@?plained to the subject. Subjects
must also be informed that his/her medical records b%&amined by study monitors, clinical
quality assurance auditors, or other authorized p n@gppointed by the Sponsor, by
appropriate EC members, and by inspectors fi regitlatory authorities.
pprop y insp ng@; (g‘\é@l ry
10.3 Ethics and regulator o
g y &g

N
An EC should approve the final Clinféal ®idy Protocol, including the final version of the
informed consent/assent form and ang}b(?her written information and/or materials to be provided
to the subjects. The investigator w@%nsure the distribution of these documents to the applicable

EC and to the study site staff.
y (\g

>
The opinion of the EC sh@tld be given in writing. The investigator should submit the written

approval to the Spon%@i&)r designated representative before enrollment of any subject into the

study. \O
Y Qp
The EC sholg@%approve all advertising used to recruit subjects for the study.
Q

L
The SQ@%or or designated representative should approve any modifications to the informed
co t/assent form that are needed to meet local requirements.

X
((\Q& required by local regulations, the Clinical Study Protocol should be re-approved by the EC
>

S

R
N

annually.

Before enrollment of any subject into the study, the final Clinical Study Protocol, including the
final version of the informed consent/assent form, is approved by the national regulatory
authority or a notification to the national regulatory authority is done, according to local
regulations.
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The Sponsor or designated representative handles the distribution of any of these documents to
the national regulatory authorities.

The Sponsor or designated representative will provide regulatory authorities, ECs, and ;\}o(\
investigators with safety updates/reports according to local requirements. .\\c,'b
R
10.4 Informed consent/assent c‘f\(b
N
The investigator(s) at each center will: O‘\%

Q
O
e Ensure each subject and/or parent/legal representative (as applicable) is given ful@d

adequate oral and written information about the nature, purpose, possible risk%-@‘nd benefit
of the study o

&
e Ensure each subject and/or parent/legal representative is notified thatj%é? are free to
discontinue from the study at any time be‘\

e Ensure that each subject and/or parent/legal representative is giﬁ the opportunity to ask
questions and allowed time to consider the information prov'ﬁéd

e  Ensure each subject and/or parent/legal representative pat Qides signed and dated informed
consent/assent before conducting any proceduéQs egifically for the study

e Ensure the original, signed informed cons%&éssg% form(s) is/are stored in the

investigator’s study file & Q‘;\\O

.

O«
e Ensure a copy of the signed infonn@%o@@\nt/assent form is given to the subject

e  Ensure that any incentives for suf§jé tQ\\}vho participate in the study as well as any
provisions for subjects harmed assdconsequence of study participation are described in the
informed consent/assent form,@%t is approved by an EC

D

10.5 Changes to 0(1:1% clinical study protocol and informed consent/assent

form R
%°Q

Study proceduresb\xsﬁl not be changed without the mutual agreement of the international

coordinating igg%stigator and the Sponsor.

Q@
If there a@;oany substantial changes to the Clinical Study Protocol, then these changes will be

docugiented in a new version of the study protocol.

N

Q@le new version of the Clinical Study Protocol is to be approved by the relevant EC and if
\§° applicable, also the national regulatory authority, before implementation. Local requirements
QO™ are to be followed for new versions of Clinical Study Protocols.
N . . N
e Sponsor will distribute any new versions of the Clinical Study Protocol to each
investigator(s) for distribution to EC see Section 10.3.
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If a change to a Clinical Study Protocol requires a change to a center’s informed consent/assent
form, the Sponsor and the center’s EC are to approve (or a notification to the national regulatory
authority is submitted where applicable for) the revised informed consent/assent form before the
revised form is used.

10.6 Audits and inspections

Authorized representatives of the Sponsor, a regulatory authority, or an EC may perform audig)c"
or inspections at the center, including source data verification. The purpose of an audit or OK
inspection is to systematically and independently examine all study-related activities a@
documents to determine whether these activities were conducted, data were recorde(@%d
analyzed and accurately reported according to the Clinical Study Protocol, GCP,@% delines of
the ICH, and any applicable regulatory requirements. The investigator will comgct the Sponsor
immediately if contacted by a regulatory agency about an inspection at th&rgénter.

Q{b'

11 SUMMARY OF CHANGES (OQ\

N
The following table provides a brief summary of major chang%;\?t does not include all non-

substantial changes (eg, formatting, minor clerical, arlé typ@\aphical corrections).
N

R R
11.1 Changes to protocol amendlgénq ,\2387 ersion 3.0)
Z e
Chang&{/to.’ﬁ?otocol Amendment 2 (Version 3.0)

Section

Clinical Protocol Synopsis Upd¥ted@ie number of adult and adolescent subjects
) Qg%zed from 600 to 1000, the number of subjects
within each treatment arm from 720 to 200, and the

.

\&g’}}mber of subjects screened from /000 to 2000. Updated
o |the estimated screen failure rate from 40% to 50%.

Exploratory endpoint: Specified that the change from
baseline in the Asthma Control Questionaire-5 (ACQ-5)
and responder analysis is at Week 12.

Target subject population: Clarified to include subjects
>4 years of age, where approved, >18 years of age for all
other countries.

Clarified ages for adult (=18 years of age) and adolescent
subjects (aged 12-17 years, where approved).

Added Subjects will be recommended not to take more
than 8 puffs of Ventolin per day and advised to contact
the investigator if their symptoms necessitate more than 8
puffs of Ventolin in a day.

Addition of initial assumptions for calculations of sample

size and information about the blinded sample size-re-
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Section

Changes to Protocol Amendment 2 (Version 3.0)

estimation. Re-estimation was performed once 44% of
subjects had completed Week 12.

Modified the cap in sample size to 1300, and specﬁi& this
is a 30% increase above the revised number of

subjects as opposed to the previously calculatgd cap of
800, a 33% increase above the planned nuggber of 600
subjects. oo

(\
)
) o . : QO
Updated to describe and justify a second blinded same size R4
re-estimation once approximately 65% of the revised QQ
sample size completes 12 weeks of the study and before ,(\Q’
the last subject is randomized. %0(’
G\

1 Introduction

A

1.1 Background K\’b’v
R
Added Albuterol is approved iﬁﬁ%any countries as
salbutamol in multiple forngilations for the treatment or
prevention of broncho%dﬁtriction.

o\
1.3 Benefit/r@ a%(i%thlcal assessment

Added '@ﬁ@(l\on to continue study enrollment and
treatr@ t{{mﬁng the COVID-19 pandemic.

ng S@y design

Q?ided recommendation to not exceed 8 puffs of Ventolin

NI
(((b per day.
Q)
{\'(OQ Figure 1: Updated to reflect new sample size estimates.
)
Q
2 Study Objectives %\Q 2.4 Exploratory objectives
Mo
‘.OQ)G Specified that the change from baseline in the Asthma
Q)\) Control Questionaire-5 (ACQ-5) and responder analysis is
5 O at Week 12

3 Sub X selection, enrollment,
rarggb ization, restrictions,
tment, discontinuation and study

3.1 Inclusion criteria

Inclusion criteria 2 updated to add In the Czech Republic,
Germany, Serbia, Slovakia, and Ukraine only subjects
>18 years will be included.

Inclusion criteria 5 updated the predicted normal value of
pre-bronchodilator FEV for subjects age 4-7 to >50%
(from >50 to < 90%) and to add Subjects 4 to 17 years of

age who previously failed inclusion criteria 5 due to the
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Section

Changes to Protocol Amendment 2 (Version 3.0)

4

upper FEV1 limit will be permitted to re-screen once and
will be required to meet all eligibility criteria upon re-
screening.

Inclusion criteria 7 updated: Subjects 4 to 11 years will be
eligible if they provide 2 acceptable / repeatable
measurements. %0(
G\
)
Inclusion criteria 15 revised to define the practice
complete abstinence, to remove highly when desgfbing
methods of effective birth control methods, a; odified
to clarify appropriate methods of double-bgfrier birth
control. The definition of menopausal winen was updated
to remove the reference to >50 yearsg.@Fage.
>
A\
Inclusion criteria 16 modified tqt}emove the word highly
when referring to effective ge?flods of double-barrier
contraception. &
\\'

S G4
3.2 Excluswlerlte@
G ?foQ
Exclusigi\erigegdta 4 updated to include dupilumab
e

<
E \ Seriteria 24 updated to include Currently
qgégl.gint or breastfeeding.

7 o .
;EB\(clusmn criteria 28 updated to previously been
randomized from enrolled and to add For pediatrics, see
inclusion criterion 4.

3.3 Subject enrollment and randomization

Updated the number of adult and adolescent subjects
randomized from 600 to 1000, the number of subjects
within each treatment arm from 720 to 200, and the
number of subjects screened from /000 to 2000. Updated
the estimated screen failure rate from 40% to 50%.

3.7 Methods for unblinding

Clarified methods for unblinding and specified that
decisions will be based on the investigator’s clinical
judgement. The requirement that the investigator should
discuss with the Sponsor medical monitor or other
appropriate personnel, when possible, was removed.
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Section

Changes to Protocol Amendment 2 (Version 3.0)

4

3.9 Treatment discontinuation by subject and/or
Sponsor

total bilirubin >2xULN (ie, meeting the criteria of at %\)
least potential Hy’s Law), IP will be suspended until Q}e
liver test values return to the normal range. If the dZS‘T

ALT, or total bilirubin reach these elevated lev agam,
after recommencement of 1P, the subject m%be
discontinued from IP and withdrawn frongthe study.

3.11 Screen failures
&
The following exception for scr@‘én failures was added:
Subjects who are screen failgreés will not be re-screened
with the exception of chil@ven and adolescents who
screen-failed be iause li’ky did not meet the now obsolete
upper FEV1 re@ted limit. Children and adolescents
who previo(ﬁp ated to meet the upper FEV1 %
predict, @i‘old but who met all other eligibility
requige eg& may re-screen once. Upon re-screening,
th s cts must meet all eligibility requirements in
er;g) be randomized.

Section 4 Study plan and timing of
procedures

0
S
&
©
N
\@
>

T@e 1: Added pregnancy testing to Visits 3 and 5,

ded Ventolin administration (recorded in
\MasterScope) to Screening, and removed /P
administration (recorded in MasterScope) at Screening.
Footnote h: Updated from Visits 2 and 4 to all other visits
for pregnancy testing.
Footnote i: updated upper threshold values for FEV; to
>50% from >50-<90% in subjects aged 4-17 years.

4.2 Randomization/treatment period

Added urine pregnancy testing at Visits 3 and 5 in the
Czech Republic and at the safety follow up visit in
Argentina. Clarified that serum pregnancy tests are
required at Visit 6 or the premature discontinuation visit
(PDV).

5 Study Assessments

Administrative changes
5.1.1.1 Reversibility test

Clarified that pre-dose PFTs are to be done after at least

15 minutes of rest and before administration of Ventolin.
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Section

Changes to Protocol Amendment 2 (Version 3.0)

5.1.1.2 COVID-19 and Pulmonary Function Testing

New section added to specify that spirometry should not
be done if subjects are showing signs and symptoms of
COVID-19 and to indicate that participants with suspected
COVID-19 should receive a test to confirm diagnosis. %\}
Qo‘\
(\‘%\0

Sentence revised to Linguistically validated t, &}%Iations of|
the ACQ-35 into local languages will be us@%emoved
with results transcribed into the eCRF ;)\'\OQ

0

N
5.1.3 Asthma Control Questionn@‘reﬁ

5.1.2 Asthma Control Questionnaire-5

Sentence revised to nguzsrécglly validated translations of
the ACQ-7 into local lang@ages will be used (removed

with results tranicrzbet&\hto the eCRF).
\\

5.1.6.1 PeaKng?ory flow

Modléég/tg\}écord 3 PEF measures from the best of at

’e’@w °

%&3 eDiary Ventolin therapy use

Added recommendation that subjects should not take more
than 8 puffs of Ventolin per day and to contact the
investigator if more than 8 puffs are needed.

5.1.8.5 Treatment for severe asthma exacerbations
Clarified that treatment for less than 3 days doesn’t
constitute a severe asthma exacerbation except if the
subject is hospitalized due to asthma.

Table 4 Laboratory safety variables

Updated urine pregnancy test timing, added PDV to list of
abbreviations, and added a reference to section 3.9.

6 Safety reporting and medical
management

6.3.7 Hy’s Law

Updated that occurrences of AST and/or ALT >3 xULN
combined with TBL >2 <xULN may require IP

suspension/discontinuation and study withdrawal and
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Section

Changes to Protocol Amendment 2 (Version 3.0)

may need to be reported as SAEs. A reference to section
3.9 was also added.

7 Investigational product and other
treatments

7.2 Dose treatment regimens

OQ

N
Updated that subjects should not take more thaé\? puffs
of Ventolin per day. é\‘

&
\
O
&
Updated that Ventolin usage will b@momtored during the
study. &
o
7.8.1 Investigational lg\gﬂnct and Ventolin therapies
WO

@\aintenance allergy immunotherapy
o continue their AIT; the new
during the study is not allowed.

7.5 Compliance

Added Subje@i
(AIT) are aflow

initiau;@,?f
7 &P@ﬁhblted medications

@ﬁrlﬁed the use of oral, parenteral, or rectal
corticosteroids to include (except if required to treat
asthma exacerbation).

Added Montelukast, for any indication

\Dupilumab was added to the list of prohibited monoclonal
or polyclonal antibodies and the use of intra-ocular
monoclonal or polyclonal antibody therapy was clarified
to be allowed.

Clarified the use of beta2-adrenergic blockers including

eye-drops specific cardio-selective beta-blockers in low
daily doses, eg, metoprolol in doses up to 100 mg/d, are
allowed.

8 Statistical analysis

8.2 Sample size estimate
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Section

Changes to Protocol Amendment 2 (Version 3.0)

Added Section 8.2.1 to describe the initial assumptions for
sample size estimates and Section 8.2.2 to describe the
process for blinded sample size re-estimation. This re-
estimation resulted in updates to the number of adult and
adolescent subjects randomized from 600 to 1000, the
number of subjects within each treatment arm from 720 to
200, and the number of subjects screened from 7000 to
2000. The screen failure rate was updated from 40% to$
50%. The potential increase in sample size cap wabQ
increased from 800 to 1300. (\%
2@

Described processes for a second blinded %‘n?ple size re-
estimation. . OQ

QO
N4
8.5.1.1 Dual-primary efficacy endpoints

QO
Specified that baseline FEV&\E’II be taken as the average
of the 60- and 30-minute Je-dose spirometry measures at
randomization a&d 8@% or before randomization.

4
8.5.2.2 Der(ﬁm@%f Asthma Control Questionnaire-7

variabl O
S
N . .
A Q@xploratory endpoint for the 3 factor endpoint
zation (Improved, No change, Worsening) from

b@@}ine to Week 12.
8.5.3.4 Derivation of peak expiratory flow

The best of at least 5 PEF measurements was updated to at
least 3 PEF measurements.

8.6.1 Analysis of the dual-primary variable

Clarified that primary comparisons will exclude the
children (ages 4-11 years) and specified that the analysis
will be repeated to include children, but will be
considered a supportive analysis of the dual-primary

endpoint.

Added supportive analysis of participants randomized
according to actual strata they were allocated to.

8.6.4.5 Asthma Control Questionnaire-5 variables

Added exploratory analysis of the 3-factor categorization

¢

endpoint for ACQ-7.
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Section

Changes to Protocol Amendment 2 (Version 3.0)

8.6.7.3 COVID-19 pandemic impacts

Added to describe statistical methods that will be used to
evaluate the impact of the COVID-19 pandemic on
efficacy and safety variables.

12 List of References

Added reference to the American Academy of Allergy , ¢
Asthma and Immunology for information regarding S
COVID-19 and Asthma. -0

Appendix E, Hy’s Law

Indicated when subjects with elevated liver en es will
be suspended from or discontinued from IP. or

o
Updated definitions of potential Hy’s Ie@ and Hy’s Law.

Appendix L, COVID-19 emergency
measures permitted to ensure
subject safety

Added processes to ensure subject sa ; ty during the
COVID-19 pandemic. Instructions“for management of
subjects with or suspected C -19 infection, delayed
visits, remote visits, subje téiscontinuation, shipment of
study drug to subjects, @ratory testing, and spirometry

testing are proyjded...O
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112 Changes to protocol 5&2%°§V'20
. anges to protoco amS i&n (Version 2.0)
Section

4

g@’ﬁggto Protocol Amendment 1 (Version 2.0)
R~ @

Clinical Study Protocol Synopsis

N
&
S
>
Q°<\
%OQ

inistrative change.
2

Clarification provided on the target subject population.

Clarification on Sponsor-provided IP dose frequency

(OID).

4.0 Study plan agéptiming of
procedures \)ro@
O

RS

X
K2
N
>

Administrative changes.

Table 1: Addition of and adjustments to
table/footnote(s) to confirm that new IP will be
dispensed and used for FEV| measurements and that at
Visit 6 and PDV, IP will be dispensed for the purposes
of completing FEV| measurements but will not be taken
home by the subjects.

Table 2: Table title updated to Timed assessments at
Visit 2 through Visit 6 and Premature Discontinuation
Visit.
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Adjustments to the table to clarify drug dispensing and
dose timing.

4.2 Randomization/treatment period

Clarification and instructions regarding proper IP
preparation, dispensing, and dosing for post-dose b
assessments (ie, new IP in relation to FEV1) at each i 1nx\ S
clinic dosing visit. Q
O

>
Addition of new recommendation for opemniﬁ seal
around the study day treatment box. k
©)
. oo o
4.3 Treatment discontinuation

K\’b
Addition of dispensation of IP r spirometry only) and
dosing to procedures cameQ@ht during PDV visit.

(\

5.0 Study assessments

O
o

&)
S

Q

Qg’l lb\} Reversibility test

&larlﬁcahon that pre- and post-dose FEV| measurements

5.1.1 Lung functlon @kasurement by spirometry

Administreépe o@%ges including clarification that IP
shouldQ/@dQ\@ before 10:00 AM in all in-clinic dosing
VlSlt{} '1,(0

K

are in relation to Sponsor-provided bronchodilator
(Ventolin).

5.1.6 eDiary
Administrative changes.
5.2.3 Vital signs measurements

Removal of supine as position for measuring blood
pressure.

’ 7.8 Concomitant medications and
other treatments

7.8 Concomitant medications and other treatments
Addition of medications to the title.

7.8.1 Investigational product and Ventolin therapies
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Clarification on Sponsor-provided IP dose frequency
(dosed QID).

7.8.3 Prohibited medications

Correction of naming for cytochrome P450 3A4
inhibitors. &
M
Qo\
‘%\O
QQ
3
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APPENDIX B, PRIMARY INVESTIGATOR SIGNATURE PAGE

I agree to conduct the study in accordance with the current protocol. O
Q
N
&
Principal Investigator’s Name (print) K@\\’
)
&
&
Principal Investigator’s Signature Date &Q)T
)
&
R4
R
&
Please keep the signed original form in your study files and ret{lgﬁlK a copy to your local study
monitor. Q‘;\\O
A ¢
R L
P R
O
& 59
O &
Q?" O
2N
Vel
O
N
N
S
N\
D
>
&
~
K
O‘b\>
X3
e
o
0\)
O
@)
&
&
N
N
O
&
@)
60
R,
&
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APPENDIX C, GLOBAL INITTATIVE FOR ASTHMA (GINA, 2018)

The table below is not a table of equivalence, but of estimated clinical comparability.
Categories of low, medium, and high doses are based on published information and available
studies, including direct comparisons where applicable. Doses may be country-specific
depending on labelling requirements, drug formulation, or inhalation device. Most of the
clinical benefit from ICS is seen at low-doses, and clear evidence of dose-response
relationships is seldom available within dose ranges evaluated for regulatory purposes. Highcy>
doses are arbitrary, but for most ICSs are those that, with prolonged use, are associated vg@

mcreased risk of systemic side effects.

o®
\Q’Q

Subjects enrolling in this study may be taking low-dose ICS, the below table shg@ GINA

&

guidance i relation to low-dose ICS in relation to inclusion criterion 4. Q
;\\'O
R4
\\‘b
Low, Medium, and High Doses of Inhaled Corticosteroids (\ﬁ
C}(b
Adults and adolescents (12 years and (@ﬂer)
) >
\(Deﬂ%ge?hge (ng)
DRUG L%@ @Q MEDIUM HIGH
i i ) - =>500- =
Beclometasone dipropionate (CFC) /\éy %} 500-1000 1000
Beclometasone dipropionate (HFA) ‘\O 1%@300 =200-400 =400
Budesonide (DPI) QO‘ {@'60-400 >400-800 >800
X /Z A
Ciclesonide (HFA) X80 80-160 >160-320 >320
5 N 5
Fluticasone furoate (DPI) \Ig’ 100 NA 200
Fluticasone propionate (DPI)((\ 100-250 =250-500 =500
Fluticasone propionate (I_Q,]@) 100-250 =250-500 =500
Mometasone ﬁr\l@e 110-220 >220-440 =440
Triamcinolor})gﬁ‘é’tonide 400-1000 >1000-2000 =>2000
A\o Children 6-11 years
Beclome‘ra\&\eldipropionate (CFC)* 100-200 =200-400 =400
Beclt)@@ta;one dipropionate (HFA) 50-100 =>100-200 =200
X
N (\O\ Budesonide (DPT) 100-200 >200-400 =400
,(\06‘ Budesonide (nebules) 250-500 >500-1000 >1000
N
Q)(\\' Ciclesonide 80 >80-160 >160
0\)((\ Fluticasone furoate (DPI) NA NA NA
60 Fluticasone propionate (DPI) 100-200 =>200-400 =400
R
&\\\ Fluticasone propionate (HFA) 100-200 =>200-500 =500
Mometasone furoate 110 =220-<440 =440
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Triamcinolone acetonide

400-800 >800-1200 >1200

Abbreviations: CFC=chlorofluorocarbon propellant; DPI=dry powder inhaler; HF A=hydrofluoroalkane

propellant; NA=not applicable

2 Beclometasone dipropionate CFC is included for comparison with other literature. (b'ss}o(\
‘\\0
&
Low Daily Doses of Inhaled Corticosteroids for Children 5 Years and Younger \\}c}(\
2

DRUG

Low daily dosage (ug) o

RS
(age group with adequate safety and effecti}/\\gata)

Beclometasone dipropionate (HFA)

100 (ages >5 years) o.\‘}e‘

Budesonide nebulized

500 (ages >1 year) &

Fluticasone propionate (HFA)

100 (ages >4 y{e%@\)‘

Mometasone furoate

110 (ages iﬁ\gars)

Budesonide pMDI + spacer

Not sufficiently s(;?tﬁed in this age group

Ciclesonide

Not sufﬁcient&*s\t’udied in this age group

Triamcinolone acetonide

o~ .
Not suft('%@ﬂly studied in this age group

Abbreviations: HFA=hydrofluoroalkane propellant; pMDI?‘sﬁurébcdvmetered—dose inhaler
R

@) 0‘0
/\‘<9 &
O &
Q?" O
<’ &
<& @
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>
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APPENDIX D, ADDITIONAL SAFETY INFORMATION

Further guidance on the definition of a serious adverse event

(\
(0;90
Life-threatening Q§Q
‘Life-threatening’ means that the subject was at immediate risk of death from the AE as it c*){\{b
N

occurred or it is suspected that use or continued use of the product would result in the x
subject’s death. ‘Life-threatening’” does not mean that an AE occurred in a more severe fogm,

it might have caused death (eg, hepatitis that resolved without hepatic failure). é\o

w2
oF
3
&
Outpatient treatment in an emergency room is not in itself an SAE, alth@(gh the reasons for it
may be (eg, bronchospasm, laryngeal edema). Hospital admissions aga%r surgical operations
planned before or during a study are not considered AEs if the ilhg&s or disease existed before

the subject was enrolled in the study, provided that it did not g@t%riorate in an unexpected way

during the study. . \\orf)i'\
R K
P R

Important medical event or medical inte&@t{?ﬁo

Hospitalization

B

Medical and scientific judgement shou Cé az{%rcised in deciding whether a case is serious in
situations where important medical t%ﬁlay not be immediately life-threatening or result in
death, hospitalization, disability, or in&@acity, but may jeopardize the subject or may require
medical intervention to prevent 1 ore outcomes listed in the definition of serious. These
should usually be considered a:@@rious.

Simply stopping the suspgciz%\rug does not mean that it is an important medical event; medical
judgement must be uiggﬁixamples of important medical events include but are not limited to:

)
- Angioed&i’l& not severe enough to require intubation but requiring intravenous

hydr(@&‘tisone treatment.

] . . . . .
- H¥patotoxicity caused by paracetamol (acetaminophen) overdose requiring treatment
\(\%ith N-acetylcysteine.

&= Intensive treatment in an emergency room or at-home for allergic bronchospasm.

QO : ) : . .
((\Q’ - Blood dyscrasias (eg, neutropenia or anemia requiring blood transfusion, etc.) or
o Isions th It in hospitalizati
60 convulsions that do not result in hospitalization.
- Development of drug dependency or drug abuse.
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A guide to interpreting the causality question

When making an assessment of causality, consider the following factors when deciding if
there is a ‘reasonable possibility’ that an AE may have been caused by the drug:

. . . WO
Time Course. Exposure to suspect drug. Has the subject actually received the suspect Q\\
drug? Did the AE occur in a reasonable temporal relationship to the administration of ‘Q’OQ
the suspect drug? ,o\‘»o

S

o Consistency with known drug profile. Was the AE consistent with the previous ¢
knowledge of the suspect drug (pharmacology and toxicology) or drugs of thg@me
pharmacological class? Or could the AE be anticipated from its pharmaco&’é’gefcal

properties? 3
&
e De-challenge experience. Did the AE resolve or improve on stopp\'@go or reducing the
dose of the suspect drug? \\‘bK

e No alternative cause. The AE cannot be reasonably expla'{rb(dﬁay another cause such as
the underlying disease, other drugs, and other host or eg@ronmental factors.

\
e Re-challenge experience. Did the AE reoccur(if t Qfé\uspected drug was reintroduced
after having been stopped? The Sponsor a)@ 1%@2% normally recommend or support a

re-challenge. ((/Q {s\\oﬁ\
e Laboratory tests. A specific labo@ryéﬁ)vestigation (if performed) has confirmed the
relationship. Q/Q §O
Vel
i
In difficult cases, other factors co e considered such as:
&

e I[s this a recognized @%re of overdose of the drug?
&
e [Istherea know@echanism?
%0

<O
Causality of ‘@H%:ed’ is made if after a review of the relevant data there is evidence for a
‘reasonab%ezpossibility’ of a causal relationship for the individual case. The expression
‘reasongdle possibility’ of a causal relationship is meant to convey, in general, that there are
fac@-}evidence) or arguments to suggest a causal relationship.

N

Q)é’ he causality assessment is performed on the basis of the available data, including enough
\5@ information to make an informed judgement. With limited or insufficient information in the
case, it is likely that the event(s) will be assessed as ‘not related’.

Causal relationship in cases where the disease under study has deteriorated because of lack of
effect should be classified as no reasonable possibility.
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APPENDIX E, HY’S LAW
Introduction

This Appendix describes the process to be followed to identify and appropriately report cases
of Hy’s Law. It is not intended to be a comprehensive guide to the management of elevated
liver biochemistries.

During the course of the study, the investigator will remain vigilant for increases in liver ( ©
biochemistry. In subjects who have elevated liver enzymes AST and/or ALT > 3xULN a@&’
total bilirubin > 2xULN, IP will be suspended until the liver test values return to the a&’omal
range. If the AST, ALT, or total bilirubin reach these elevated levels again, after .\‘}Q’
recommencement of IP, the subject will be discontinued from IP and withdrangigfom the
study. The investigator is responsible for determining whether a subject m@\\qﬁ potential Hy’s
R4

R
The investigator participates, with the Sponsor’s clinical project re@’éSentatives, in review and
assessment of cases meeting potential Hy’s Law (PHL) criteria 0 agree whether Hy’s Law
(HL) criteria are met. Hy’s Law criteria are met if there is nQ@Yternative explanation for the
elevations in liver biochemistry other than drug ilbd?“&egé&er injury caused by the IP.

The investigator is responsible for recordin a‘@rgining to potential HL/HL cases and for
reporting AEs and SAEs according to the@tc&@' of the review and assessment in line with
standard safety reporting processes. {(/Q?" \,\;\QO

Law criteria at any point during the study.

Definitions Q‘(\Q;b
N
. 9 @
Potential Hy’s Law {§1?

Aspartate aminotransferase andfr alanine transaminase >3x ULN combined with TBL
>2xULN at any point durir\lgct\he study after the start of IP irrespective of an increase in
alkaline phosphatase. QO
"OOQ
Hy’s Law No)
AST and/or wfb >3XULN combined with TBL >2xULN, where no other reason, other than
the IP, cazb@e found to explain the combination of increases, eg, elevated alkaline phosphatase
indici@ cholestasis, viral hepatitis, or another drug.
&
F&%otential HL and HL, the elevation in transaminases must precede or be coincident with
¢Xie, on the same day) the elevation in TBL, but there is no specified timeframe within which
¢ the elevations in transaminases and TBL must occur.

< Identification of potential Hy’s Law cases
K
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To identify cases of PHL it is important to perform a comprehensive review of laboratory data
for any subject who meets any of the following identification criteria in isolation or in
combination:

e ALT >3xULN
e AST >3xULN
e TBL >2xULN

When a subject meets any of the identification criteria, in isolation or in combination, the
central laboratory will immediately send an alert to the investigator and the medical monitor
assigned to the project.

The investigator will also remain vigilant for any local laboratory reports where the
identification criteria are met; where this is the case, the investigator will:

- Notify the medical monitor assigned to the project.

- Request a repeat of the test (new blood draw) by the central laboratory.

- Contact the medical monitor to discuss the elevated local laboratory values and
whether these constitute an AE. Where an AE is entered due to elevations of local
laboratory values, the AE will be queried in the eCRF and elevated local laboratory
values, units and ranges will be entered to the query response.

- When the identification criteria are met from central or local laboratory results, the

investigator will without delay:

- Determine whether the subject meets PHL criteria by reviewing laboratory
reports from all previous visits (including both central and local laboratory
results).

- The investigator will, without delay, review each new laboratory report and if the
identification criteria are met, will:
- Notify the medical monitor assigned to the project.

- Determine whether the subject meets PHL criteria by reviewing laboratory
reports from all previous visits.

- Promptly enter the laboratory data into the laboratory eCRF.
Follow-up
Potential Hy’s Law criteria not met

If the subject does not meet PHL criteria the investigator will:

Inform the medical monitor assigned to the project that the subject has not met PHL criteria.
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Perform follow-up on subsequent laboratory results according to the guidance provided in the
Clinical Study Protocol.

Potential Hy’s Law criteria met

If the subject does meet PHL criteria, the investigator will:

Determine whether PHL criteria were met at any study visit before starting IP (Actions
required when potential Hy’s Law criteria are met before and after starting IP)

Notify the medical monitor assigned to the project who will then inform the central study team

The medical monitor assigned to the project will discuss the issue with the investigator to
provide guidance and agree an approach for the study subjects’ follow-up and the continuous
review of data. Subsequent to this contact the investigator will:

Monitor the subject until liver biochemistry parameters and appropriate clinical symptoms and
signs return to normal or baseline levels, or as long as medically indicated

Investigate the cause of the event and perform diagnostic investigations as discussed with the
medical monitor assigned to the project. For studies using a central laboratory add: This
includes deciding which the tests available in the HL laboratory kit should be used.

Complete the 3 Liver eCRF modules as information becomes available

If at any time (in consultation with the medical monitor assigned to the project) the PHL case
meets serious criteria, report it as an SAE using standard reporting procedures.

Review and assessment of potential Hy’s Law cases

No later than 3 weeks after the biochemistry abnormality was initially detected, the medical
monitor assigned to the project contacts the investigator to review available data and agree on
whether there is an alternative explanation for meeting PHL criteria other than drug induced
liver injury caused by the IP. The medical monitor assigned to the project and global safety
physician will also be involved in this review with other subject matter experts, as appropriate.

According to the outcome of the review and assessment, the investigator will follow the
instructions below.

If there is an agreed alternative explanation for the ALT or AST and TBL elevations, a
determination of whether the alternative explanation is an AE will be made and subsequently
whether the AE meets the criteria for an SAE:

If the alternative explanation is not an AE, record the alternative explanation on the
appropriate eCRF

If the alternative explanation is an AE/SAE, record the AE/SAE in the eCRF accordingly and
follow the Sponsor’s standard processes
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If it is agreed that there is no explanation that would explain the ALT or AST and TBL
elevations other than the IP:

Report an SAE (report term ‘Hy’s Law’) according to the Sponsor’s standard processes.

— The ‘Medically Important’ serious criterion should be used if no other serious criteria
apply.

—  As there is no alternative explanation for the HL case, a causality assessment of
‘related’ should be assigned.

If, there is an unavoidable delay, of over 3 weeks, in obtaining the information necessary to
assess whether or not the case meets the criteria for HL, then it is assumed that there is no
alternative explanation until such time as an informed decision can be made:

Report an SAE (report term ‘potential Hy’s Law’) applying serious criteria and causality
assessment as per above

Continue follow-up and review according to agreed plan. Once the necessary supplementary
information is obtained, repeat the review and assessment to determine whether HL criteria
are met. Update the SAE report according to the outcome of the review amending the reported
term if an alternative explanation for the liver biochemistry elevations is determined.

Actions required when potential Hy’s Law criteria are met before and after starting IP

This section is applicable to subjects who meet PHL criteria on study treatment having
previously met PHL criteria at a study visit before starting IP.

At the first on study treatment occurrence of PHL criteria being met the investigator will:

Determine if there has been a significant change in the subjects’ condition compared with the
last visit where PHL criteria were met

— If there is no significant change no action is required.

— If'there is a significant change, notify the Sponsor representative, who will inform the
central study team, then follow the subsequent process described in Potential Hy’s
Law criteria met of this Appendix.

A ‘significant’ change in the subject’s condition refers to a clinically relevant change in any of
the individual liver biochemistry parameters (ALT, AST, or TBL) in isolation or in
combination, or a clinically relevant change in associated symptoms. The determination of
whether there has been a significant change will be at the discretion of the investigator; this
may be in consultation with the medical monitor assigned to the project if there is any
uncertainty.
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Actions required for repeat episodes of potential Hy’s Law

This section is applicable when a subject meets PHL criteria on study treatment and has
already met PHL criteria at a previous on study treatment visit.

The requirement to conduct follow-up, review, and assessment of a repeat occurrence(s) of
PHL is based on the nature of the alternative cause identified for the previous occurrence.

The investigator should determine the cause for the previous occurrence of PHL criteria being
met and answer the following question:

Was the alternative cause for the previous occurrence of PHL criteria being met found to be
the disease under study or did the subject meet PHL criteria before starting study treatment
and at their first on study treatment visit as described in Actions required when potential Hy’s
Law criteria are met before and after starting IP.

If No: follow the process described in Potential Hy’s Law criteria met of this Appendix.
If Yes:

Determine if there has been a significant change in the subject’s condition compared with
when PHL criteria were previously met

If there is no significant change, no action is required
If there is a significant change:

A ‘significant’ change in the subject’s condition refers to a clinically relevant change in any of
the individual liver biochemistry parameters (ALT, AST, or TBL) in isolation or in
combination, or a clinically relevant change in associated symptoms. The determination of
whether there has been a significant change will be at the discretion of the investigator; this
may be in consultation with the medical monitor assigned to the project if there is any
uncertainty.
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APPENDIX K, SPIROMETRY ASSESSMENT CRITERIA

Acceptable Versus Usable Tests

Acceptable Tests must meet the following Criteria:

1. Acceptable start of exhalation with brisk upstroke, no hesitation or false start, and back
extrapolation volume <5% of forced vital capacity (FVC) or 0.150 L, whichever is the
greater (see example in Figure 1)

No cough during the first second
No valsalva maneuver

No leak

No obstruction of mouthpiece

No extra breaths

A A

Plateau achieved: ie, the volume-time curve shows no change in volume (<0.025 L) for
>1second, and the subject has tried to exhale for at least 6 seconds

An acceptable test meets all 7 criteria listed. This is to be considered the “gold standard”.

Usable spirometry tracings are those that only meet criteria 1 and 2. When this occurs, repeat
testing up to 8 attempts for pre-dose and 5 attempts for post-dose assessments, in an effort to
obtain 3 acceptable spirograms. If only usable tests are obtained, report results based on the
3 best usable trials with observed limitations.

Figure 1 Example of a Usable Spirogram

EV=back extrapolation volume
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The expanded version of the early part of a subject’s volume-time spirogram, illustrating back
extrapolation through the steepest part of the curve, where flow is PEF rate, to determine the
new “time zero”. Forced vital capacity -4.291 L; EV —0.123 L (2.9% FVC): back
extrapolation line through peak expiratory flow.

Between-Maneuver Reproducibility Criteria

Pre-dose Assessments
After 3 acceptable spirograms have been obtained, apply the following tests:

e The 2 largest values of FVC must be within 0.150 L of each other
e The 2 largest values of FEV| must be within 0.150 L of each other

If these criteria are met, the spirometry testing for that time point may conclude, however, if
possible, please continue collecting additional spirograms to a maximum of 8 pre-dose and
5 post-dose attempts. The highest FEV and the highest FVC obtained at each testing time
point (even if from different reproducible tracings), will be collected.

If acceptability criteria are not met, continue testing until they are met, or the subject cannot/
should not continue (maximum of 8 attempts).

Post-dose Assessments
e After 2 acceptable spirograms have been obtained, apply the following tests:

e The 2 largest values of FVC are within 0.150 L of each other and/or
e The 2 largest values of FEV are within 0.150 L of each other

If these criteria are met, the spirometry testing for that time point may conclude. The highest
FEV and the highest FVC obtained at each testing time point (even if from different
reproducible tracings), will be collected.

If acceptability/reproducibility criteria are not met, continue testing until they are met, or the
subject cannot/ should not continue (maximum of 5 attempts).

CONFIDENTIAL AND PROPRIETARY 139 of 142



Clinical Study Protocol Version 3.0, Amendment 2 Bond Avillion 2 Development LP
Budesonide/Albuterol (BDA) — AV004 06 July 2020

APPENDIX L, COVID-19 EMERGENCY MEASURES PERMITTED TO ENSURE
SUBJECT SAFETY

The following activities were implemented in order to ensure subject safety during the global
lockdown due to the COVID-19 pandemic. While global lockdown restrictions are currently
being released, the pandemic continues and in certain territories cases remain on the rise.
Therefore, necessary emergency measures accepted during the initial global lockdown will be
permitted to protect subject safety in the event that infection rates return to levels requiring the
return of government or local restrictions on movement of people and goods.

Any procedure performed outside the protocol specified requirements will be documented as a
protocol deviation.

Visit Management:

Delayed Visits e Out of window visits should be considered if it is necessary to
safeguard the health of the subject and site staff or enables an
on-site subject visit.

e Ifareturn to lockdown is announced or the site is on lockdown
and cannot process a visit, if possible, visits should be
rescheduled to earlier/later as required to safeguard subjects
and site staff.

e Randomization: If a subject is in screening and cannot
complete the randomisation visit within 28 days due to local
COVID-19 lockdown restrictions, the screening period may be
extended to a maximum of 9 weeks. In the event of an
extension to the screening period >28 days due to COVID, the
following safety measurements should be repeated in advance
of randomisation: safety laboratory assessments, ECG, vital
signs, concomitant medications, and medical/surgical history.

e Visit 6/Week 24: All efforts should be made to complete the
associated assessments in the clinic, even if this is visit is
delayed. If necessary, while waiting for the time to complete
this visit, an unscheduled call and drug dispensing should be
done to ensure the subject has sufficient IP during this time.
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Remote Visits

Where subjects have COVID-19 infection or infectious, the site
is on lock down, local restrictions prohibit attendance, or
similar, a telephone visit should be completed. All assessments
performed should be documented in the same way they would
if the visit would have happened on-site.

Before performance of a remote visit, verbal consent must be
obtained and documented in the subject’s medical notes to
ensure that the subject understands the implications of
continuing in the study when face to face visits are temporarily
not possible due to COVID 19 restrictions. Where possible, the
Principal Investigator should ask the subject to confirm their
agreement in writing either by email or via a letter. Where
multiple in-clinic visits will be missed, written consent of the
subject will be required.

If a remote visit is completed and it is considered appropriate
and safe to continue study drug, this could be dispatched direct
to the subject by courier.

Randomization visits cannot be conducted remotely and
therefore subjects in screening who do not wish to attend an
on-site visit should be screen-failed as 'withdrawal of consent'.

from Site to Subjects

Subject Where repeated visits are likely to be missed, the site should

Discontinuation discuss with the subject and consider ongoing treatment
options. Where a subject does not wish to attend further clinic
visits, a PDV visit should be scheduled.

Shipment of Drug Subjects should provide verbal consent via a telephone call to

use their personal details to complete the site to subject
shipment request. Consent must be documented in the subject
medical records and preferably confirmed in writing via an
email or other written means (eg, via post) via a phone call
initially and followed up by written consent at the earliest
possibility.

Safety Labs

Where central analysis is not possible, local testing is
permitted. Lab normal ranges would need to be made available.
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In the event that routine safety lab tests are missed due to
temporary inability of subject to get to site due to COVID-19,
an unscheduled lab should be done at their next clinic visit if
possible.

Spirometry

The investigator should request confirmation from the subjects
to confirm that they are not aware of having been exposed to
COVID-19 that they are not currently infected or infectious,
and should exercise their medical judgement with respect to
this information prior to conducting spirometry assessments.
Sites should continue to follow hygiene and cleaning guidance
within the manuals to minimize possible cross-contamination.

Subjects with
Confirmed COVID-
19 Infection

If a subject has confirmed COVID-19 this is to be reported as
an AE/SAE, but is not per se a reason to withdraw the subject.

The investigator should determine whether the subject’s IP
should continue, be interrupted, or stopped in accordance with
the Clinical Study Protocol.

The investigator should continue to reassess the benefit-risk of
continued study involvement for a study subject infected with
COVID-19. In-clinic visits for this subject should only re-
commence once the infection has resolved and the subject is no
longer considered to be infectious.

For new subjects previously identified as COVID-19 positive,
a re-test must be performed after resolution of symptoms (if
present). The subject can only be considered for enrollment 4
weeks after having a negative result.
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