"\-
O to “systemic corticosteroids”, to add additional exploratory endpoints, to provide
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Version 4.0, 08 April\ﬁll
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Y
Global amendmeg\‘fo clarify analysis of all efficacy parameters within the primary database
lock and fulloggdp of remaining pediatric patients exposure up-to 24 weeks for safety only
within the fi@al database lock. Removal of reversibility requirement at Visit 1 for 4 to 11
year oldsgAdjustment to presentation of Inhaled Corticosteroids and administrative
chaug‘egs
Vepgion 3.0, 21 July 2020

q@]ﬂbal amendment to incorporate country-specific changes, to update a secondary endpoint

clarifications for statistical analyses, to adjust inclusion criterion for pediatric subjects, and
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to incorporate temporary measures taken to protect subject and site staff safety during the ;Qé\
COVID-19 pandemic (Appendix N). Details are provided in the Summary of Changes. %(?
Version 2.0, 29 July 2019 @Q
™
Global amendment to incorporate country-specific changes and provide necessary \}D

clarifications and updates to the study, including the addition of the de facto estimand q}?
treatment policy strategy defined in the draft International Conference on Harmanj;:@‘on E9
addendum, and updates to the current versions of the Asthima Quality of Life +12Q"3’\
Questionnaire, Pediatric Asthma Quality of Life Questionnaire, and Asthma C E#S';{}]

Questionnaire-5 and -7. Details are provided in the Summary of Changes. &@
L
Version 1.0, 11 October 2018 &
o
— - Q@
Imhal creation _z:‘
>
&

Standard procedures. The Clinical Study Protocol is publicly rggist and the results are disclozed and/or
published according to the Bond Avillion 2 Development @:Iu@ licy on Bioethics and in compliance with
prevailing laws and regulations. O T
QS
This protocol contains trade secrets and coxdideutia&%@yﬁ:ial information, disclosure of which is prohibired
without providing advance notice to Bond Aﬁ'ill.éj %\elupmmn LP and opportunity to object.
"N

O
This Clinical Sfudy Protocel has been subject to a peer review acco@% Bond Avillion 2 Development LP
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CLINICAL STUDY PROTOCOL SYNOPSIS %\_\GQ
—5\-\?}

R

O
A Long-term, Randomized, Double-blind, Multicenter, IE"*:'~|l'allrel-gmu@“:“T

Phase ITI Study Evaluating the Efficacy and Safety of PT027 Cﬂmpaéd to
PT007 Administered as Needed in Response to Symptoms in Sy mgﬁlmanc
Adults and Children 4 Years of Age or Older with Asthma (]\flingALA)

S
*'\.\5
R
£
'§-¥,
International coordinating investigators S
N

&)

&

oy
Study site(s) and number of s@ect&‘ planned

& are anticipated to randomize approximately 3000 adult and
erate to severe asthma to 1 of 3 treatment groups (approximately
1000 subjects per gro addition, up to100 subjects in the 4 to 11-year age group with
moderate to severe will be randomzed with approximately 50 subjects randomized to
the albuterol sulfagy (here after referred to as albuterol) metered-dose mhaler (AS MDI) and
50 subjects rang@mized to the low dose budesonide/albuterol metered-dose inhaler (BDA
MDI) grou y. Approximately 6000 subjects will need to be screened, assuming an
estlmateck@reen failure rate of 30% to 50%.

Approximately 380 study sit
adolescent subjects with

Tﬂ:us@gase T study 1s planned to be conducted globally.
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Study design

This 1s a randonuzed, double-blind, multicenter, parallel-group, vanable-length, event-driven 'Q
study with a treatment period of at least 24 weeks for each subject. The purpose of this study R
1s to compare 2 doses of BDA MDI with AS MDI on the time to first severe asthma ES‘
exacerbation in adult, adolescent, and pediatric subjects with moderate to severe asthma {ﬁ}

defined by Global Imtiative for Asthma (GINA). Subjects will admmmister raﬂdnmjzedQD

mvestigational product (IP) as needed (prn) in response to asthma symptoms. &:}D

L
©
&

Subjects meeting all entry critenia at the screening visit (Visit 1/1a, as applicableﬁﬂ] enter a
14-to 28-day screeming period. (Subjects may consent for the study in advanre‘ngisit 1 and
if required, request for medical records to support evidence of prior exacerlafions without
triggening the 28-day screeming period.) If a severe exacerbation event D@HS during the
screequng period, the screening period may be extended to a n]mmu@f 9 weeks. Screened
subjects will continue to take their regular asthma maintenance y throughout the study
(from Visit 1 through the treatment period). At Visit 1, eligible s&@_]ects will discontinue their
usual prn inhaled product used as-needed for symptom rehef Q:% begin Sponsor-provided
Ventolin to be used prn in response to symptoms or prior ercise during the screening
period only. Subjects will be asked to turn in their ed reliever products to the
mvestigational sites for storage until the indi‘.rittéi::éect last study visit. Eligible subjects
will be randomized at Visit 2. N

O
RS
Objecti O -‘\’b’
eCctves
: K&
Primary Objective: st h@ Primary Endpoint:

To evaluate the gfficacy of budesonidefai‘bu@‘? Time to first severe asthma exacerbation
meterad-dose inhaler 80/180 pg and 160, UE
administered prn in response io sympi
compared fo albuterol meremd—dmg% ler 180
Hg &

Secondary Objective: ,&\' Secondary Endpoint:

To characterize the qﬁec;fudﬁonidafafbmmf s Severe exacerbation rate {ammalized)
metered-dose inhaler ‘gé 0ugand 160/180 g | & Total systemic corticosteroid exposure over the

administered prn in nse fo Symproms treatment period
compared fo ai‘bﬁgn meterad-dose inhaler 180 e Asthma Control Questionnaire -5 (ACQ-5) change
e @ Jfrom baseline and responder analysis at Week 24
6\-‘0 »  Asthma Qualify of Life Questionnaire for 12 years
"\.Q and older (AQLQ~+12)/Pediatric Asthma Quality of
\}f‘-"-' Life Questionnaire (PAQLQ) change from baseline
6\ and responder analysis at Week 24
@et; Objective: Safety Endpoints:
&
0\}
bG
b
&
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To evaluate the safety and tolerability of s Adverse events/serious adverse events
budesonide/ albuterol metered-dose inhaler e Vital signs
80/180 pg and 160/130 g administered prn in *  Clinical chemistry and hematology parametars
response fo sympioms compared to albuterol )
metered-dose inhaler 180 g * Electrocardiogram S
Exploratory Objective: Exploratory Endpoints: ‘_f.\\fﬂv
To characterize the effect of budesonide/albuterol | «  Asthma Control Questionnaire -5 change v
metered-dose mhaler 80/180 pg and 160/180 ug baseline and responder analysis at Wﬁk?
administered prn in response fo sympioms e Asthma Control Questionnaire-5 c from
compared fo albuterol metered-dose inhaler 180 baseline and responder (3-factor) <is at

ug Week 12 and Week 24 S

s Asthma Quality of Life Ques@aim Jjor 12 years
and older/Pediatric Asth ality of Life
Ouestionnaire change baseline and responder
analysis at Week 12 -3

*  Deteriorations of Eﬁ)ma (annualized rate and time
to first)

* Change ﬁo@%eﬁne in prebronchodilator forced
arm‘afa@fume in 1 second at Week 12 and Week

Q
. opfshe and evening peak expiratory flow
4 QD ,@ of investigational product (reliever therapy)
6} - ﬁ;?ésfhma daytime/night-time symptoms
Q?" “KQ Time to treatment discontinuation or change in
Qg/ ',33 maintenance therapy
. (\Q’ s Asthma Conirol Test (ACT) or Childhood Asthma
2"‘;“? Control Test (C ACT) change from baseline and
r§k- responder analysis at Week 24

6‘ s Parcentage of “as neaded "-free days
Percentage of sympiom-free days
§v s  Parcentage of asthma control days
QQ s Inhaled corticosteroid exposure over the freatment
é._.‘} period

Target subject population
The stt]ég?\will enroll subjects >4 years of age mn all countries with the exception of the
fnll@‘&]g:
N - - -
@~e In Serbia, only subjects =12 years of age will be enrolled.

> In Germany, Slovakia and Ukraine, only subjects =18 years of age will be enrolled.

O
) @b Age-specific assessments will be implemented where relevant for the population enrolled.
,t\‘Q
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Male and female subjects >4 years of age with a diagnosis of moderate to severe asthma as
defined by GINA cniteria and having at least 1 severe asthma exacerbation within the previous R
12 months prior to screeming (Visit 1/1a, as applicable) who have been taking a regular .Q'Q
schedule of asthma maintenance therapies for 3 months with stable dosing for at least the la&t;\@

4 weeks prior to Visit 1 may be eligible for this study. fa}
LN

8)

Duration of study/treatment &:}DQ

The study will consist of 3 periods: _15??

e Screemng period (14 to 28 days), except where a severe exacerbatu X ent occurs and
the screening period may be extended to a maximum of 9 weeks_{§libjects may
consent for the study in advance of Visit 1 and if requred, reqpts& for medical records
to support evidence of prior exacerbations without tnggmﬂ&;&le 28-day screening
period.) >

e Treatment period of at least 24 weeks. The study treatoét period will continue
(extension phase) until the required 570 first severek@cerbation events, as defined per

protocol, have been reached and the last adylf sub@ct has completed 24 weeks of
treatment, which will be defined as the pg mpletion date (PCD). Paediatric
subjects will continue until 24 weeks ofitde t have been reached for each
paediatric patient, defined as the ﬁ@u%ﬁeﬁnn date.

o In the event 570 events a&a ed before the last adult patient has had 24
weeks of treatment, a]k@: on treatment for =24 weeks will have their end-
of-study (EOS) visit & next scheduled climie visit. All subjects on
treatment for < 24 weﬁ will continue until 24 weeks at which point they will
complete their Eﬂ%ﬁ'sit

o Inthe event 570 efénts will be captured after the last subject has had 24 weeks
of treatment, subject will return to complete the EOS wisit at their next
scheduled (gﬁi[‘ visit

e Safety follow- > 10d: where a safety follow-up telephone contact will occur 2
weeks (=4 d@s after EOS or premature discontinuation visit (PDV), whichever
occurs

&
The study wﬂy}e completed when the last subject has completed his or her post-study
follow-up teféphone contact. Subjects who discontinue IP will complete a PDV, and adverse
events )/serious adverse events (SAEs) will be followed up if medically indicated.

- @ -

Esh@}ed date of first subject enrolled: Q4 2018.
L

Fghmated date of last subject completed: Q1 2022.
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Investigational product, dosage, and mode of administration ,;GGQ
BDA MDI 1s formulated as both micronmized budesonide and micronized albuterol '\“S?

co-suspended with spray-dried porous particles in a hydrofluoroalkane (HFA) propellant. The .;.}Q'Q
co-suspension formulation ensures that subjects receive a consistent delivery of the drug ﬁ'ﬂ\}é\
each actuation of the MDIL. W2

Investigational product will be used in response to asthma symptoms as they would _n@:?a]l};
take their reliever medication. If subjects take IP in advance of exercise for the pre@tion of
exercise mnduced symptoms, [P usage in relation to exercise will be captured mtﬁi the
eDiary. No other reliever products will be used during the treatment period. 6*@

At randomization (Visit 2), adolescents and adults (aged >12 years) who @«‘n the eligibility
criteria will be randomly assigned to 1 of the following 3 treatment gr(@s ma 1:1:1 ratio as
reliever therapy on top of usual care. Children aged 4 to 11 years willfe randomized in a 1:1

ratio only to the lower BDA MDI dosage or AS MDI: &'\h"
e BDA MDI 80/180 pg (given as 2 actuations of BDA 1@ 40/90 pg per puff) pm
e BDA MDI 160/180 pg (given as 2 actuations of BL} I 80/90 pg per puff) pm

e AS MDI 180 pg (given as 2 actuations nf@“ 3 90 pg per puff) pm
The maximum daily dosage of IP should not ea@e%@ puffs per day.

Subjects will be recommended not to take ]??l 8 puffs per day and advised to contact
the study site/investigator if their symptofis nééhssitate more than 8 puffs in a day.

In order to ensure safety and monitor yﬁahnent status, all subjects will be provided with
an electronic diary (eDiary: AM3 d&ice)PThe eDiary transfers data every 24 hours across a
range of asthma symptom scores and ftig usage (ie, number of puffs inhaled) to assess a
subject’s asthma status. Subjects wﬁgluse the eDiary for reporting daily use of IP and any
symptoms. If symptoms and/or dosage exceed a protocol-specified threshold, the eDiary
will generate an alert to the su@éct and the investigational site. In this way, daily IP usage will
be monitored closely by thebﬁvesﬁgatnrs and medical momitors to assess any worsening of

subject status. Action wtgge taken where climically indicated.

&

¥o)
Statistical meth@

o
Sample size (@'ﬁ'ulaﬁnn

A sample é‘:g of 1000 adult and adolescent subjects per treatment group and observation of
the STElf?st severe exacerbation events provides this study with 87% power to observe a 25%
yon n the risk of severe exacerbation with at least 1 dose of BDA MDI versus AS MDI
asgdming the Hochberg procedure (Hochberg 1988) for multiple testing and a 2-sided
ificance level of 5%.

bG
&
&
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In addition, up to 100 subjects in the 4 to 11-year age group with moderate to severe asthma
will be randonuzed with approximately 50 subjects randomized to the AS MDI group and R
50 subjects randomized to the low dose BDA MDI group only. rf,QQ

Primary efficacy analysis \}

The primary variable, time to first severe asthma exacerbation, will be analyzed Q.%c-x
proportional hazards regression model to compare treatment arms. The model wall lédjusted
for the randomuzation stratification factors (age group [>4to 11, >12 to 17, =18
(North Amenica, Western Europe and South Africa [Region 1] and rest of wor{ﬁ' egmn 2]),
and number of prior severe exacerbations (1, 1) in the 12 months prior to g%em'ﬂg (Visit 1)
plus any severe exacerbation event experienced during the screening perigd and key
covariates of interest with more detail to be provided in the statistical galysis plan (SAP).
The 2 primary treatment comparisons will be 2-sided with the 5% Qg{é'all alpha level
controlled using the Hochberg procedure. The primary efficacy alﬁysis will include all data
up to the primary outcome database lock (pDBL), scheduled to@ccur following the PCD and
once all randomized adults have attended their EOS visit. (O

¢ &
S &
Annualized severe asthma exacerbation rate gﬁnﬂlyzed using negative binomal
regression to compare treatment groups. @ﬁ% e variable in the model will be the
number of severe asthma exacerbat del will adjust for (age group [>= 4to 11, =12
to 17, =18]); region (North America Eurnpe and South Africa [Region 1] and rest of
world [Region 2]); and number of pnm'(@m exacerbations (1, 1) in the 12 months prior to
screequng (Visit 1) plus any severe }erbation event experienced during the screening
period and key covanates of in with more detail to be provided in the SAP.

Secondary efficacy analyses

Responder variables for Asthﬁﬁnntml Questionnaire-5 (ACQ-5) and Asthma Quality of
Life Questionnaire for 12 @:s and older (AQLQ+12)/ Pediatric Asthma Quality of Life
Questionnaire (PAQ Week 24 will each be analyzed using a logistic regression model
to compare treatment g'oups. The model will be adjusted for the randomization stratification
factors and key cn&énates as described above.

The total syst%ﬁc::: corticosteroid (SCS) exposure as total annualized dose of SCS (mg/year)
will be presghited descriptively by treatment. A comparison in total annualized SCS dose
bemreeq\ A MDI 80/180 wvs AS MDI 180 and BDA MDI 160/180 vs AS MDI 180 will be
analyz§d using a Wilcoxon rank sum test and associated p-values will be presented along with

the.descriptive summary.

CONFIDENTIAL AND PROPRIETARY 8 of 159



Clinical Study Protocol, Version 4.0 Bond Avillion 2 Development LP
Budesonide/albuterol (BDA) — AV003 08 April 2021

Additionally, total SCS exposure will be summarized descriptively as the total number of days
with SCS treatment due to asthma for all subjects. A similar descriptive summary will be R
completed for all subjects who admimistered at least 1 dose of SCS during the study. rf,QQ

If both doses of BDA MDI are statistically superior to AS MDI for the pnnmary endpoint, tl;é’
full alpha will be available to pass to the family of secondary endpoints. 6\.

The type-I error will be controlled for secondary endpoint treatment comparisons vu_‘,g
hierarchical testing procedure. The secondary objectives will be tested under the gficacy
estimand in the following sequential order, grouped by secondary endpoint: @

S
Annualized severe exacerbation rate §~D{‘\
1. BDA MDI 160/180 pg versus AS MDI 180 pg 4’2%“\
2. BDA MDI 80/180 pg versus AS MDI 180 pg &&&
Total annmalized dose of systemic corticosteroid (‘;?&\

3. BDA MDI 160/180 pg versus AS MDI 1@.;

4. BDA MDI 80/180 pg versus AS MI@BQ@

Asthma Control Questionnaire-5 (AC Aé{hé:ge from baseline responder analysis at

Week 24
& >
5. BDA MDI 160/180 pg versus,‘éngDI 180 pg

6. BDA MDI 80/180 pg Verz"&ﬁﬂ MDI 180 pg

Asthma Quality of Life Ques@nﬂan‘e for 12 years and older (AQLQ+12) change from
baseline responder analysqéﬁ’t Week 24

7. BDA MDI 16@?30 pg versus AS MDI 180 pg
8. BDA M@%m]aﬂ pg versus AS MDI 180 pg

Statistical QE& for the secondary analyses will be conducted at the 5% level of sigmificance
(E—mded)qﬁ\ference for a test 1n the defined order 1s dependent on statistical sigmificance
havm%&en achieved in the preceding tests, 1f this 1s not aclueved then nominal p-values will
be @wded_ As per the pnimary analysis, compansons of BDA MDI 160/180 versus AS MDI
vl exclude the pediatric population, whilst comparisons of BDA 80/180 versus AS MDI will

ﬁclude all ages.
S
9
,:\'Q?
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Statistical significance can only be claimed on the key secondary endpoints if a statistically ,;GGQ
significant treatment effect 1s observed on both BDA MDI 160/180 pg and BDA MDI %(?

80/180 pg versus AS MDI for the pnmary endpoint of fime to first severe exacerbation The @._Q'Q

secondary efficacy analyses will include all data up to the pDBL. D
o~
Estimands 2
O
Three estimands are of interest in this study: {-\&g,@

@
The primary estimand of interest 1s the efficacy estimand, defined as the effect &h&
randonmuzed freatment in all subjects assuming continuation of randonuzed tr&tment for the
duration of the study, regardless of actual usage and assuming that majﬂt@ce therapy 1s not
changed. This estimand could be considered as a while-on-treatment sti;ﬁ'egjr or a hypothetical
strategy as defined in the draft International Conference on Harmonyzstion (ICH) E9
Addendum. >
9
The second estimand of interest 1s the attnbutable estimand, @ﬁned as the effect of treatment
in subjects attributable to the randomized treatment assumy o that maintenance therapy 1s not
changed. For this estimand, discontinuation of 13X treatment for tolerability or change
in maintenance therapy for lack of asthma mﬂ@s @hsidered a negative outcome. This
estimand 15 a mixfure of composite and hyp@ti&ﬂﬁtrategies as defined in the draft ICH E9
addendum. é .Q,@
O
The third estimand of interest 1s the M&ss estimand which 1s a combination of the
hypothetical and treatment policy stfategid as defined in the draft ICH E9 addendum. The
strategy is hypothetical in that the tregithent effect will be estimated without collecting data
post the intercurrent event of disct#nuaﬁﬂn from randonuzed treatment. However, the
strategy 1s consistent with the ent policy strategy in that the treatment effect 1s estimated
irrespective of the occurrenceOf'the mtercurrent event of a change in the maintenance therapy.

policy regardless of ce of intercurrent event; changes in maintenance therapy or
premature discontyridtion of randomized treatment. This estimand 1s considered a treatment
policy strategy asatefined in the draft ICH E9 addendum

¥

&
The fourth estimand :ﬁﬂ 15 the de facto estimand, defined as the effect of a treatment
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LIST OF ABBREVIATIONS AND DEFINITION OF TERMS QGQ
_ » | o &
The following abbreviations and special terms are used in this Climical Study Protocol. rf,QQ
o
Abbreviation or special | Explanation N
Term C’.}@
ACQ-5 Asthma Control Questionnaire-5 S
ACQ-7 Asthma Control Questionnaire-7 H{ES“'
ACT Asthma Control Test e.p-
AFE adverse event 6\
ATT allergy immunotherapy 5 DQ
ALT alanine aminotransferase (or alanine transaminase) _R@%
AQLQ+12 Asthma Quality of Life Questionnaire for 12 years a&:ﬁ'uqder
AS MDI (PT00T) albuterol sulfate metered-dose inhaler ‘ ré*\ ?
AST aspartate aminotransferase :\@
BDA budesonide/albuterol ;ﬁd‘
BDA MDI (PT027) budesonide/albuterol mgtued{%km%ﬁ"
B-hCG p-human chorionic gonadotrf@ Q"
BMI body mass index ;QV; ‘\PQ
CACT Chj?dhmd Asﬂ]ma c?féf \I@ _ _
EC Ethics Commﬂtee@ mous to Institutional Review Board (IRB) and
hldependent Eg‘;@ %&mﬂee (IEC)
ECG e]ecﬁ‘ucardmgnﬂgs}@
eCRF electronic case form
EOS end-of study®
ePRO t]ecﬁ‘mk@ﬁaﬁmt reported outcome
FAS full E@;rs{s set
FEV: @?ﬁd expiratory volume in 1 second
FVC Sforced vital capacity
GCP h“b’ Good Clinical Practice
GINA ‘\E:,'Z" Global Initiative for Asthma
GMP s Good Mamufacturing Practice
HFA n.-f;."" hydrofluoroalkane
HL \'f.'_.}-‘ Hy's Law
icF & informed consent form
IH International Conference on Harmonization
@s inhaled corticosteroid
IDMC Independent Data Monitoring Committee
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— - - N
Abbreviation or special | Explanation 4&0
term : Olb.
S
International If a study 15 conducted in several countries, the International Coordinating .Q'Q
Coordinafing investigator | Investigator is the investigator coordinating the investigators and/or activities \QF-"
internationally. \}D
P investigational product c"‘,}ug
IWRS Interactive Web Response System i DQ
LABA long-acting B2-agonist &P
LAMA long-acting nmscarinic anfagonist
LTRA leukotriene receptor antagonist
- -
MDI metered-dose inhaler ‘ﬁD
med mediuvm {\0
2
MID minimal important difference N
MMEM mixed model repeated measures ‘ >
ocCs oral corticosteroids {\G‘
PAQLQ Pediatric Asthma Quality of Life Quesﬁo]#ﬁt
PCD primary completion date =\ {"%U
PDV premature discontinnation v'@&-? @E )
PEF peak expiratory flow Q) ﬁ“'
" ~ 1
PFT pulmonary function ﬁ D{S’u
PHL Potential Hy's Linb S
Pm as needed ng @u
P
SABA shorﬂmpid—acnlu&ﬁ?adrmmeoepmr agonist
SAMA short-acting nSCarinic antagonist
SAE serious a:?@ge events
SAP smﬁmjgﬂ\mm Plan
SCS sysnic corticosteroids
SMART ~..gﬁtﬂ::-i;l::u:.‘-rt is approved for maintenance and reliever therapy
TBL o total bilirubin
"—r
TC ?tp telephone call
ULN Y upper limit of normal
wBDC QO Web Based Data Capture
ot
‘N
&
{Q\Q
L
&
OQ
bG
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1 INTRODUCTION

1.1 Background and rationale for conducting this study -Q'Q%
o

Bond Avillion 2 Development LP (Sponsor) 1s developing budesomde/albuterol sulfate (PT027,
hereafter referred to as budesonide and albuterol metered-dose mhaler [BDA MDI] and alb
sulfate (hereafter referred to as albuterol [AS MDI]) pressurized mhalation suspension pro@cl:'s
in adults and children 4 years of age or older with asthma. Please refer to the current Inc;\@tigator

Brochure (2019) for additional information. &\

Albuterol 1s a short/rapid-acting p2-adrenoreceptor agomst (SABA), mnducing aJ.Qﬂry smooth
muscle relaxation and reducing or preventing bronchoconstriction. Albuterol wapproved in
many countries in multiple formulations for treatment or prevention of brapﬁnomsmcunn, and
1s also known under the generic name of salbutamol. In clinical practice @JUIEIDI 15 used as an
as needed (prn) reliever therapy (Global Initiative for Asthma [GIN%%IB)_

o

Budesomde 1s a well-established anti-inflammatory corticosteroid@hat exhibits potent
glucocorticoid and weak mineralocorticoid activity and is appgg¥ed worldwide in orally inhaled
formulations for the treatment of asthma and chronic gbs e pulmonary disease both as a
mono-product and in combination with a lnngfmpic@ﬁ;%}agnnist (LABA, formoterol).

O

In vitro studies have demonstrated that inhale . Qtemid (ICS) agents potentiate the effects
of SABASs 1n reducing airway smooth musc]én endes 2008) and can reverse adrenergic
receptor tolerance and desensitization (C@e&v Panettier1 2008). Clinically, simular functional
potentiation with combined ICSs and @19@.%35 been observed in patients with asthma for
functional measures of airway smooth n:u&ﬂe and airway blood flow (Mendes 2015). An
analysis of 425 asthma exacerbations 1 Patients from the FACET study (Tattersfield 1999)
revealed that asthma symptoms and #@#€reased reliever therapy use were noted over several days
before the start of an asthma exacegbation. Combining the use of a SABA (albuterol) with
budesomde in the proposed 3 1de and albuterol metered-dose inhaler (BDA MDI)
combination product should @6t only provide rapid bronchodilation, but also treat worsening
airway inflammation by th§Raddition of the budesonide component. Per current treatment
gmdelines (GINA 20 ]@Q}C S/formoterol mamtenance and reliever can be used in patients with
moderate or severe '&?‘.Ihma Studies of budesomide and a rapid-acting LABA (formoterol) as
reliever have demgfstrated enhanced protection from severe exacerbations in patients already
recerving cnmbﬁhtion therapy for maintenance without an increase in adverse effects (Rabe
2006; D*By@' 2005). In addition, budesonide/formoterol as maintenance and reliever
signiﬁczg}y reduced severe exacerbation nisk in pediatric patients (O'Byrne 2007).

In sogte markets, Symbicort Turbuhaler (hereafter referred to as Symbicort) is approved for
enance and reliever therapy (SMART). With SMART application, patients with asthma use
éy\}mbimﬁ as maintenance inhalation medication and also pm in response to symptoms. The
) {,____b simultaneous administration of budesonide with formoterol when symptoms occur ensures that
,t\‘Q
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patients with asthma receive both a rapid-acting bronchodilator for symptom relief and anti- QGQ
mﬂammatmjy _medl_catmn to tr_eat t]_1e1r persistent a}mrajr_mﬂammatmn_ It is meoﬂant tc- note that %(?
the prn adnunistration of ICS 1n this treatment regimen 1s not expected to significantly increase .Q'Q
overall steroid load (mostly because of a reduction in the number of severe exacerbation C‘?
episodes, resulting in fewer patients requiring systemic corticosteroid (SCS) doses as acute >

treatment). BDA MDI 1s proposed to be available pm for symptom control to all patlents wh:h

asthma, regardless of maintenance therapy. @Q
L
When patients use the BDA MDI products as needed 1n response to asthma sympttﬁ it 15
expected that their risk of expeniencing an asthma exacerbation will be lower thaq?u subjects

using albuterol alone. {\
@f:)
1.2 Rationale for study design, doses, and control groﬁps

The study will compare BDA MDI at 2 different doses with AS MDI@ adults and children
4 years of age or older with moderate to severe asthma. é‘

The chinical standard of care for subjects with mc-derate to seR asthma 15 a

medium-to-high-dose ICS or low-to-high-dose IC tion with LABA with a SABA
such as albuterol to use pm 1n response to symptn 1ever therapy). When subjects requure
frequent reliever therapy, additional anti- mﬂamg edication may provide benefit by early
reaction to increased asthma symptoms that twe of an incipient severe exacerbation.

BDA MDI would prevent or reduce bmncl:?gfménchﬂn and provide additional anti-
inflammatory medication when needed @eﬁe of symptoms. Safety and efficacy of BDA
MDI will be compared with AS MDI l&a@?albuteml 15 the standard of care reliever therapy in

response to symptoms. &é&

The objective of this randomized, d&)le—b]jnd, multicenter, parallel-group study 1s to evaluate,
within a typical design for the deqﬁnpment of new asthma therapies, the benefit of BDA MDI
administered prn in response {g.Symptoms in adults and children 4 years of age or older with
moderate to severe asthma @€e1ving medium-to-high-dose ICS or low-to-high-dose ICS in
combination with LABAGWith or without an additional controller therapy (leukotriene receptor
antagomist [LTRA], ]@—a{:ﬁﬂg muscarinic antagonist [LAMA] or theophylline).

The primary end 15 the time to first severe asthma exacerbation, and secondary endpoints
mnclude the 1zed severe exacerbation rate and asthma symptom control as measured by
Asthma 0939)1 Questionnaire-5 (ACQ-5).

&
The t duration for the study will be at least 24 weeks for each subject to support the
subjg exposure data. The study treatment period will continue (extension phase) until the

570 first severe exacerbation events, as defined per protocol, have been reached and the
bcﬁst adult subject has completed 24 weeks of treatment, which will be defined as the primary
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completion date (PCD). Not all pediatric subjects will have 24 weeks of treatment at time of
PCD.

Two dosage levels of BDA MDI, 80/180 pg and 160/180 pg (given as 40/90 pg and 80/90 pg,
respectively, per actuation), are included i this study to support final dose selection for \}
approval. Children aged 4 to 11 years will only be randonuzed to the lower dosage level 0@ A
MDI, 80/180 pg, or AS MDI (90 pg per actuation). i @Q‘

&
BDA MDI and AS MDI are IPs. The dose chosen for AS MDI (albuterol) 1s m line the
approved label for Proventil® with which AS MDI has been demonstrated to be valent in the
D6930C00002 cumulative dose study and D6930C00001 dose finding study. Eﬂiesnnide doses
were assessed i the dose-ranging Study PT008001. The budesomde doses 'gﬁisen for BDA MDI
will allow assessment of the potential to provide therapeutic benefit in p];g_\‘nse while avoiding

excessive steroid dosing within the applicable age ranges. ‘5&
L
o
1.3 Benefit/risk and ethical assessment Q&
BDA MDI may provide benefit in subjects in terms of potentfaFreduction in the risk of asthma
exacerbation and improvement in the control of as } and lung function beyond
what 1s typically seen with albuterol alone (Rabe ; Byme 2005; O'Byme 2007). In

addition, the Sponsor believes that the admjnisu@m@’EDA MDI to subjects with asthma will
achieve the rapid improvement mn lung ﬁmcﬁdﬁ‘ﬁ’g? albuterol, the anti-inflammatory effect
attributable to budesomde, and ]_::-|:|ttaﬂt:i=a|]_1].&> Qsﬁtl@al benefits attributable to the combination of

albuterol and budesonide. &
Q"Sf >

The nisk of adrenal suppression, parhcul@' duning a period of stress (infection, surgery, etc) has
been noted in the Canadian product nn;l&')graph for Pulmicort Turbuhaler®. The Sponsor
considers 1t 1s relevant to monitor s@%id effects 1n subjects. As such, routine tests of adrenal
cortisol function have been bui_lt@ln this study to monitor for adrenal suppression nsk: morning
serum cortisol will be assesse&.

R
Further, height (cm) mﬂ%&aments will be assessed more frequently in subjects <18 years of age,
to momtor for any posgible effects on growth.

COVID-19 gﬂz’

Recent infi on from the Amenican Academy of Allery Asthma and Immunology (AAAAT)
published olﬁ:e:lr website (https://www_aaaai org/conditions-and-treatments/library/asthma-
library/cpyd-asthma) in-iﬂdicates that currently there 1s no evidence of mcreased
mfectaéﬁ\ rates in patients with asthma and that best practice 1s to ensure that a patient’s asthma 1s
ed. In the MANDALA study, subjects are maintained on a stable asthma treatment
en and closely monitored while staying in the study. The sponsor believes that the benefit
915k assessment for trial participants to enroll and continue in the study is positive.

9
&
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1.4 Study design ;}GQ

Thus 15 a randomized, double-blind, multicenter, parallel-group, vanable-length, event-driven 'Q\\(?
study with a treatment period of at least 24 weeks for each subject. The purpose of this study is x
to compare 2 doses of BDA MDI with AS MDI on the time to first severe asthma exacexhaﬁog?
(Section 5.1.1) in adult, adolescent, and pediatric subjects with moderate to severe asthma a&fﬂ
defined by GINA. Subjects will adnimster randomized investigational product (IP) pm iq\D
response to asthma symptoms. See Figure 1 for a graphical presentation of the study i@emz and
Table 1 for a list of study assessments. _&’?
@

Subjects attending screening (Visit 1) will enter a 14- to 28-day screeming and r@-in period. The
screequng period may be extended to a maximum of 9 weeks for subjects w@%ave a severe
asthma exacerbation after Visit 1. Subjects may consent for the study in a&me of Visit 1 and 1f
required, request for medical records to support evidence of prior exac ratinns without
triggering the 28-day screening period. Screened subjects will contig to take their regular
asthma maintenance therapy throughout the study (from screening§Visit 1/1a, as applicable])
through the treatment period). At Visit 1, eligible subjects wﬂ]ﬁ\\'&gconhnue their usual pm
mhaled product used for symptom relief and begin Sp_nesn@ﬂded Ventolin to be used pm in
response to symptoms or prior to exercise during W@ period only. Subjects will be
asked to turn in their own inhaled reliever productg fo E:@'mvesﬁgaﬁﬂﬂal sites for storage until
the individual subject last study visit. ]:7,]1';:1);'11:-1«)3K @e&@wﬂl be randomuzed at Visit 2.
&

At randomuization (Visit 2), adult and ado%%ccggé%bjects (aged =12 years) who meet the
eligibility criteria will be randomly ass@ed@ 1 of the following 3 treatment groups ma 1:1:1
ratio as reliever therapy on top of usual q@ﬂhﬂdren aged 4 to 11 years will be randomized in a
1:1 ratio only to the lower BDA MDI @ge or AS MDI:

g

e BDA MDI 80/180 pg (given &é@ actuations of BDA MDI 40/90 pg per puff) pm
e BDA MDI 160/180 pg (g'i"ﬁas 2 actuations of BDA MDI 80/90 pg per puff) pm

e ASMDI 180 pg (given@E actuations of AS MDI 90 pg per puff) pm
K

The maximum daily dﬂ:@%}e of IP should not exceed 12 puffs per day. Subjects will be
recommended not t i;ie more than 8 puffs per day and advised to contact the investigator 1f
their symptoms neg@ssitate more than 8 puffs in a day.
@
The 1 ly dosage 1s 12 puffs (BDA MDI 480/1080 pg or 960/1080 pg, or AS MDI
1080 pg). Norder to ensure safety and monitor daily treatment status, all subjects will be
pmﬂd@rith an electronic diary (eDiary: AM3 device). The eDiary transfers data every 24
hourgicross a range of asthma symptom scores and drug usage (1e, number of puffs mhaled) to
as@%{s a subject’s asthma status. Subjects will use the eDiary for reporting daily use of IP and
symptoms. If symptoms and/or daily dosage exceed a protocol-specified threshold, the
) @beDia:qr will generate an alert to the subject and the mvestigational site. In this way, daily IP

,t\‘Q
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usage will be monitored closely by the mvestigators and medical monitors to assess any %GQ
worsening of subject status. Action will be taken where clinically indicated. %(?
The study will consist of 3 periods: &

e  Screening period (14 to 28 days) except where a severe exacerbation event occurs durin@’e
screeming period, and this may be extended to a maximum of 9 weeks. (Subjects may 6\-
consent for the study in advance of Visit 1 and if required, request for medical record® to
support evidence of prior exacerbations without triggening the 28-day screeming @nd_)

e Treatment period of at least 24 weeks. The study treatment period will contin ension
phase) until the required 570 first severe exacerbation events, as defined perprotocol, have
been reached and the last adult subject has completed 24 weeks of treatment, which will be
defined as the PCD. Not all pediatric subjects will have 24 weeks of trg t at tume of
PCD. 4&“

In the event 570 events will be captured before the last subject h@lﬂd 24 weeks of
treatment, all subjects on treatment for =24 weeks will ha Reir end-of-study (EOS)
visit at their next scheduled climc visit. All subjects on txpatment for <24 weeks will
continue until 24 weeks at which point they will compiefe their EOS visit

In the event 570 events will be captured after th@iﬁt @:_]ect has had 24 weeks of treatment,
each subject will return to complete the EQ§isibt their next scheduled clinic visit

e  Safety follow-up period: where a safety m%‘elephﬂne contact will occur 2 weeks
(4 days) after the subject’s EOS wisit ture discontinuation visit (PDV), whichever
occurs first Q?h ,@D

@

The study will be completed when the lag@bject has completed his/her post-study follow-up

telephone contact. Subjects who disc IP will complete a PDV, and adverse events

(AEs)/serious adverse events (SAEs be followed up 1f medically indicated.
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Fiour s N\
igure 1 Study design ;QG
&
R
o
&
3 monthly visi
s R w2) w2 oiiandycion o e 6\':9
O
PR Treatmert Phase Follow-up @-15'
R - gy | Rt e g et O
BDA MDI 160/180ug (siven 2s 2actuations of 3DA o
MDI 80/90ug per actuation) PRN B
Runin BDA MDI 80/180 g (given as 2 actuations of EDA ,§*
SABA PRN MDI 40/90ug per actuabon ) PEN -y
AS MDI 180 ug (given 252 actuations of AS 90 ug {:‘é"
per actuation) PRI o
S

Background maintenance thenpy:
Stable mad to hich dose ICS or low to hish ICS/LABA, w&ith."with:r@:a controller's

N= Ipﬂ@lllﬂl}' 1,000 per treatment arm
cﬁz_k N
o2
Abbreviations: AS MDI=albuterol metered-dose 1 " B@L MDI=budesonide/albuterol metered-dose inhaler;
ICS=inhaled corticosteroid; LABA=long-acting xg?N=number PEMN=as needed; R=randomization;
SABA=short-acting B2-adrenoreceptor agomnist; §W= \g}:ﬂjng visit; W=week_

O X
&>
1.5 Study governance alé‘f\uvfrsigllt

1.5.1 Independent data @nitoring committee

An mdependent data nmnitm@é committee (IDMC) will be established to assess the ongoing
safety of the study. The ]D@EC will review blinded data (open session) and unblinded safety
data (closed session) to @ess any safety related reasons why the study should continue, be
modified, or stopped. &losed sessions will be supported by the unblinded statistician and
responsibilities nfgg IDMC will be clanified within a charter before mitiation of the study.

<
The IDMC 'ﬂjand all commuttee members will be independent investigators/specialists
separate ﬁg@the study team or contract research orgamization.

'
All degkinns made by the IDMC will be documented within written records of meetings and
reca-r&nendatinn made to the Sponsor.
I
)

&
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1.5.2 Adjudication committee .;GGQ
An mdependent adjudication commuttee will adjudicate centrally and in a blinded fashion after {}“S?
medical momtoring review, cases where a reported death, emergency room visit, urgent care =

visit and/or hospitalization, change i medication and/or other sign/symptom 1s indicative o
worsening of asthma but has not been recorded as such in the electronic case report form, @
(eCREF). For any event that qualifies for adjudication, study sites will be asked to pmv@x? de-
1dentified (anonymuized) clinical documentation such as discharge summaries, to sugpport the
external event adjudication. The tasks and responsibilities of the adjudication cog@uttee will
be filed in a charter before mitiation of the study and will contain written op
procedures. The adjudication committee will maintain the adjudication resylf¥’in wniting and
will enter details of events not recorded within the eCRF into an adjudicatfén platform. This
data will be reported alongside the eCRF data in the Clinical Study Rj&i’%

D
T
2 STUDY OBJECTIVES S
S

2.1 Primary objective (‘;"'S:
Primary Objective: Prlpg'!: @Mnt:

To evaluate the gfficacy of budesonide/albuterol é&*rcqﬁ:rsr severe asthma exacerbation
meterad-dose inhaler 80/180 g and 160/180 ug 4 (r‘ QD

. ) AV AT

administered prn in response fo sympioms O -V

compared to albuterol metered-dose inhaler C}

HE Q_(;’, §

O
égl‘\?
2.2 Secondary uhjecﬁ}b%'
&
Secondary Objective: {_& Secondary endpoint:

To characterize the effect of bugggnidafafbmmf s Severe exacerbation rate {ammalized)

metered-dose inhaler 80/150 42 and 160/180ug | o Total systemic corticosteroid exposure over the

administered prn in respa@ symptoms treatment period

compared fo ai‘bufmigﬁemd—dme inhaler 180 e Asthma Control Questionnaire-5 (ACQ-5) change

e @b Jfrom baseline and responder analysis at Week 24
Q'{’? »  Asthma Qualify of Life Questionnaire for 12 years

“:FJ and older (A0QLO+12)/Pediatric Asthma Quality of
6\. Life Questionnaire (PAQLQ) change from baseline
o and responder analysis at Week 24

o

%
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2.3 Safety objective (‘;é;?

Safety Objective: Safety Endpoints: 'Q\\

To evaluate the safety and tolerability of *  Adverse events/serious adverse events é'Q

budesonide/ albuterol metered-dose inhaler e Vital signs \}C‘?

80/180 ug and 1604180 pg adminisiered prn in e Clinical chemistry and hematology parameter .&fﬂ

response fo sympioms compared to albuterol ]

metered-doss inkaler 180 g * ZElectrocardiogram O

&
P
2.4 Exploratory objective S
Fad
Other Objective: Exploratory Endpoints: ﬁo

a

To characterize the effect of budesonide/albuterol
meterad-dose inhaler 80/180 g and 160/180 ug
administered prn in response fo sympioms
compared fo albuterol metered-dose inhaler 180

HE

Qg/ 1’33 axpiratory velume in 1 second at Week 12 and Week

s Asthma Conirol Quesﬁoﬁ#e—j change from
baseline and rﬁpﬂndﬁ lysis at Week 12
s Asthma Conirol ionnaire-5 change from
baseline and r der (3-factor) analysis at
Week 12 and foek 24
o
Asthma ity of Life Questionnaire for 12 years
Il ediatric Asthma Quality of Life
0@:&@1?1{1#@ change from baseline and responder
Q ¢ sis af Week 12
A &f&riﬂma‘fﬂm of asthma (annualized rate and time
o irst

)
sf* Change from baseline in prebronchodilator forced

24
* Momning and evening peak expiratory flow
*»  [lse gf investigational product (reliever therapy)
s Asthma daytime/night-time symptoms
*  Time to treatment discontinuation or change in
maintenance therapy

s Asthma Conirol Test (ACT) or Childhood Asthma
Control Test (C ACT) change from baseline and
responder analysis at Week 24

s Parcentage of “as neaded "-free days
s  Parcentage of symptom-free days
s  Parcentage of asthma control days

s Inhaled corticosteroid exposure over the freaiment
period
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3 SUBJECT SELECTION, ENROLLMENT, RANDOMIZATION, QGQ
RESTRICTIONS, TREATMENT DISCONTINUATION, AND 'Q\\(?
STUDY TERMINATION rz;'-Q
o
O

Each subject must meet all of the inclusion criteria and none of the exclusion criteria for
study. No waivers will be granted from the Sponsor for any subject not meeting iﬂclusiq%-or
exclusion criteria. S

o
No study-related procedures may be performed before the subject has signed the_ggjcs

Commuttee (EC) approved Informed Consent Form (ICF)/assent form. d‘@

L
3.1 Inclusion criteria K{-"

For mclusion in the study, subjects must fulfill the following criteria @hm the screening
period: {%

T
£

1  Able and willing to provide written informed consent or Q& age-appropnate forms,
subjects below legal age of consent must have parent guardian sign the ICF before
participation -1\ \~,.

2  Female or male aged >4 years at the time o@ed consent i all countries with the
exception of the following in Serbia, a@ =12 years old will be enrolled; in
Germany, Slovakia, and Ukraine, onl =18 years old will be enrolled.

3 Diagnosis of asthma as defined by Qriteria at least 1 year before Visit 1

4 Recewving 1 of the following s@ﬂ@asﬂ]ma maintenance therapies for 3 months with
stable dosing for at least the last 4{@9]{5 before Visit 1:

(a) Medium-to—-high-dose ICS é{@bpeud]x C; GINA 2018)

(b) Medum-to—-high-dose I@g and 1 additional maintenance therapy from the following:
LTRA, LAMA, or therﬁhyl]me
(c) Low-to-high-dose @S in combination with LABA with or without 1 additional
maintenance thi}@y from the following: LTRA, LAMA  or theophylline
1. Up tcgﬁ% of all randomized subjects (on ICS alone or ICS in combination
mtb'LABA) will be permutted to have an additional maintenance medication
@eophy]lme leukotriene receptor antagonist, or LAMA).

The bel&' defines the mimimally acceptable documentation required to support inclusion

cnte@n 4
\}f}o Signed and dated notes from a refernng physician, including name, dose, and
&{Q\ duration of the ICS or ICS/LABA mbhaler (or names and doses, if used as
&@Q separate inhalers) and LTRA, LAMA  or theophylline, if applicable, and/or
0\}
bG
&
&
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bG
¥

o  Evidence of prescriptions for an ICS, ICS/LABA and LTRA, LAMA or
theophylline 1f applicable, medications that demonstrate coverage for the

W
duration specified in inclusion criteria rf,QQ

Prebronchodilator forced expiratory volume in 1 second (FEV1) of >40 to <90% predicig®

normal value for adults, and =60% predicted normal value for subjects aged 4 to 17 s
after withholding the medications specified in Table 4. If FEV: values are not withi@the
permitted range at Visit 1, 1 re-test must be performed at Visit 1a before advaﬂ%&s to
Visit 2 or confirmung screen failure. Note: Subjects 4 to 17 years of age who gréviously
failed mclusion criterion 5 due to the previous upper FEV) linut will be tted to re-
screen once and will be required to meet all other eligibility criteria upoﬁe—screenjng_

Subjects aged =12 years of age must demonstrate reversibility at Vis@ with an increase
in FEV; >12% (and >200 mL for subjects aged >18 years) relativego baseline after
admimstration of Sponsor-provided Ventolin via central spiro _ If reversibility 1s not
demonstrated at Visit 1, 1 re-test for reversibility testing mustbe done at Visit 1a before
advancing to Visit 2 or confirmung screen failure. Subjects@ged 4 to 11 years of age will
perform the reversibility test, but do not require demm@tiﬂn of reversibility during
Visit 1 and may enroll provided documented h'gﬂri%gﬁ'eversibﬂity within 1 year 15
available. Subjects aged 4 to 11 years who p@zin failed mclusion criterion 6 will be
permitted to rescreen. Each subject may re@rrfg?nnly once.

Demonstrate acceptable spirometry M& (1e, meet Amernican Thoracic
Society/European Respiratory Soct c@?&hbﬂityfrepeatabﬂity criteria) (Appendix M,
Spirometry Assessment Criteria) l@ 4 to 11 years will be eligible if they provide

2 acceptable/repeatable measurédnent®

A documented ustory of at leasté)bgevere asthma exacerbation within 12 months before
Visit 1 RN

For inclusion, a severe ﬁﬂ@aﬁﬂn 1s considered to be any deterioration of asthma that
led to at least 1 of the %ﬁmg conditions:

o A tempor lus/burst of SCS for at least 3 consecutive days; a single depo-
mjectab se of corticosteroids will be considered equivalent to a 3-day course
of S%@
o Anfmergency room or urgent care visit (defined as evaluation and treatment for
@iﬁ hours in an emergency department or urgent care center) because of asthma
&.\%at require SCS (as per the above)
f}g An in-patient hospitalization (defined as admission to an in-patient facility and/or
{Q\‘} evaluation and treatment in a healthcare facility for =24 hours) because of

@6&- asthma
\}@
O

The below defines what 1s acceptable to document exacerbations for inclusion in this
study:
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10
11

12

13

14
15

16
17

o Discharge summaries from a hospital, emergency room, or an urgent care facility
mdicating that a subject was hospitalized or treated with SCS for an asthma R
exacerbation rf,QQ

o  Signed and dated notes from a refernng physician, including information
regarding diagnosis and treatment of an exacerbation with SCS X

o  Subjects can provide evidence of prescriptions for SCS used during an QD
exacerbation &:}D

Asthma Control Questionnaire-7 (ACQ-7) score =15 assessed at Visit 1 _15??{'\
ACQ-5 score >1.5 assessed at Visit 2 A

o
Use of Sponsor-provided Ventolin prn medication because of asthma gfmptoms on at
least 3 days during the last week of the min-1n period before Visit E§

&
Demonstrate acceptable MDI adnminmistration techmque as assesﬁsé@'by the mvestigator;

use of spacers prohibited ~N

Able to perform acceptable and reproducible peak expiratogy flow (PEF) measurements as
assessed by the nvestigator ﬁ&\
Body mass index <40 kg/m’ A < F

—
Willing to remain at the study site as requu e]:ﬁ)tocnl and complete all visit
assessments Q . &

Negative pregnancy test (serum at V1 %\ female subjects of cluldbearing potential

Women of childbeaning potential @aﬂy active i heterosexual relationships must
agree to 1 of the following opti D(B")\'BVEﬂt pregnancy:

(a) Practice complete abstinence d@ed as reframning from heterosexual mtercourse
during the entire period of Passociated with the study treatments. Periodic
abstinence 1s not accepta%@r The reliability of sexual abstinence needs to be evaluated
in relation to the duratigh of the clinical tnial and the preferred and usual lifestyle of
the subject. Th Ocomplete abstinence 1s an acceptable method of contraception
only 1f 1t 15 cnnsi@t with the preferred and usual lifestyle of the subject.

(b) If a female of @‘Rﬂbearing potential agrees to prevent pregnancy by using 1 of the
following méhods of birth control from the date the ICF is signed until 2 weeks after

the final gﬁe of IP is taken:
1 Q;ﬁﬂrnmﬂal confraception (eg, oral contraceptive, contraceptive implant, or
L mnjectable hormonal contraceptive)

Double-barrier birth control (1e, a combination of male condom with either cap,
diaphragm, or sponge with spermicide, a condom with spermucide, intrauterine

6_\- device [IUD] and intrauterine hormone-releasing system [IUS])
)

m.  Maintenance of a monogamous sexual relationship with a male partner who has
been surgically sterilized by vasectomy provided that the male partner 1s the
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sole sexual partner of the female (of chuldbeaning potential) participant and that ,;GGQ
the vasectomized partner has recerved medical assessment of the surgical %(?
success (1e, documented history of medical confirmation of success of rf,QQ

vasectomy).

Note: Women are considered to be of nonchildbearing potential if they are X
physiologically incapable of becoming pregnant, including any female who 1s 2 yedt®
postmenopausal (a postmenopausal state 1s defined as no menses for 12 months:thout
an alternative medical cause), or surgically sterile, defined as having a bilatergf™
salpingectomy, bilateral oophorectomy, or hysterectomy. Tubal ligation w@%e
considered an acceptable permanent birth control measure for this pmtmﬁt. For purposes
of this protocol, menopausal women are defined as women who are X orrheic for

12 consecutive months or more after cessation of all exogenous h(@unal treatment_
Adolescent specific recommendations: If subject 1s female and haPreached menarche, or
has reached Tanner stage 3 breast development (even if not reached menarche),
the subject will be considered a female of child bearing poténtial

L
Contraceptive methods may be recommended for ado Gent females only if they are

already sexually active. Use of hormonal con@\ce@es m adolescent females must
always be in consultation with a gynecnln@ xR

: . & o .

18 Male subjects who are sexually active I@t@s&mﬂ relationships must be surgically
sterile or agree to use a double-barn @bd of contraception (1e, a combination of male
condom with either cap, diaphragugyorg$dnge with spermicide) from the first dose of
randomized IP until 2 weeks ﬂ@ ast dose. Male subjects must not donate sperm
during their study participation p;ﬁ

&

3.2 Exclusion fl‘itﬁ'l};ﬁc\

Subjects must not enter the&ﬁ%y if any of the following exclusion criteria are fulfilled within

the screening period: QG

1  Chronic nbshucg@}plﬂmmary disease or other significant lung disease (eg, chrome
bronchitis, en@jﬁysema? bronchiectasis with the need of treatment, cystic fibrosis, or
bmnchopt@%nmy dysplasia), including regular or occasional use of oxygen

2 DralfS\G;éthe (any dose and any indication) within 6 weeks before Visit 1

Q.D Subjects who have experienced an asthma exacerbation requiring oral/systemic

\}f} glucocorticosteroid in the 6 weeks before Visit 1 cannot be enrolled in the study

& because of the 6 weeks wash out of the oral/SCS, but can enter Visif 1 once the

> )
& wash out period has been met

)
Q\S\ Chronic use of oral corticosteroids (OCS, =3 weeks use m 3 months prior to Visit 1)
bG
&
&
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4 Having recerved any marketed (eg, omalizumab, mepolizumab, reslizumab, %GQ
benralizumab, dupilumab) or investigational biologic within 3 months or 5 half-lhives ¥4

before Visit 1, whichever 1s longer, or any other prohibited medication r§$
5  Current smokers, former smokers with >10 pack-years history, or former smokers who 0
stopped smoking <6 months before Visit 1 (imncluding all forms of tobacco, e-cig
[vaping], and marijuana) S
6 Life-threatening asthma defined as any history of significant asthma episade(s)dﬁluiring
mtubation associated with hypercapma? Tespiratnry a:rrest, hypoxic seizures, -gv
asthma-related syncopal episode(s) within 5 years of Visit 1 ‘\QI
7 Completed treatment for lower respiratory infection or asthma exacerb@n within
6 weeks of Visit 1 ) &D
8 Upper respiratory mfection involving antibiotic treatment not resﬁed within 7 days
before Visit 1 {é,
9  Climcally sigmificant laboratory abnormalities, in the npiﬂigl%f the investigator, or
having any of the following results at Visit 1: S
(a) a serum creatinine value >1.5 times the uppiqu@the reference range
(b) a serum total bilirubin value >1.5 times %}p{g@ﬁﬂt of the reference range
(c) a serum alamine aminotransferase (ALTY-0r gspartate aminotransferase (AST) value
>2_5 times the upper limit of the re ﬁ?:?nge

Note: Laboratory tests may be r c@&: if laboratory tests have to be repeated, the
results must be available for rew@?b;ﬁe Visit 2 (randomization).
& v

10 Hawving any of the following resu}\&% Visit 1:

(a) an abnormal elecimcardinﬁl (ECG) that 1s, 1n the mvestigator’s opinion, climically
significant &

(b) a QTCF interval }48@ (subjects aged =12 years)/ =460 ms (subjects aged 4 to
11 years, based nn@ Fridericia correction where QTCF=QT/RR0.33)

11 Historical or curre@vidence of a clinically sigmficant disease including, but not hmited
to: cardinvasm'lgqeg, congestive heart failure, known aortic aneurysm, clinically
sigmificant cadgiac arrthythima, coronary heart disease), hepatic, renal, hematological,
neuropsychédogical, endocrine (eg, uncontrolled diabetes mellitus, uncontrolled thyroid
disnrd%ﬁddjsnn’s disease, Cushing’s syndrome), or gastrointestinal (eg, poorly
contrgled peptic ulcer, gastroesophageal reflux disease) disorders. Significant is defined
as guy disease that, in the opinion of the investigator, would put the safety of the subject
Qﬁ}isk through study participation, or that could affect the efficacy or safety analysis if the

@é-\diseasefmndition exacerbated during the study

Q‘PZ Cancer not in complete remission for at least 5 years before Visit 1
O
bG
o
-~
,t\‘Q
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Note: Subjects with squamous cell carcinoma of the skin, basal cell carcinoma of the skin,
m situ carcinoma of the cervix, or localized prostate cancer are eligible, 1f in the opimnion R
of the investigator, the condition has been climically controlled and the subject’s .Q'Q
participation in the study would not represent a safety concern. ES\@
13 Hospitalization for psychiatric disorder or attempted suicide within 1 year of Visit ]6\{?
14 History of psychiatric disease, intellectual deficiency, poor motivation, or other,
conditions if their magmtude 1s limiting informed consent validity {Ei’\

15 Sigmficant abuse of alcohol or drugs, in the opinion of the investigator 'i?'

16 Having a known or suspected hypersensitivity to albuterol/salbutamol, u&:udesnmde
and/or their excipients QD

17 Hawving a scheduled/planned hospitalization during the study 4@.@

18 Inability to abstain from protocol-defined prohibited medmatlg during the study

19 Using any herbal products by inhalation or nebulizer mihlg\ﬂveeks of Visit 1 and not

agreemg to stop during the study duration
20 Having received a live attenuated vaccination 13 @ays of Visit 1.

21 Currently pregnant or breastfeeding

22 Study investigators, subinvestigators, coo @% and their employees or immediate
fanmly members, or employees of the

23 Treatment with any mmhgahnnal or de'.rlce m another climcal study within the
last 30 days (or 5 half-lives, w]n@e@ longer) of Visit 1

24 Currently participating 1n any m:jﬂal study

25 Having previously been mndmg@ed m this study or any other PT007 or PT027 climical
study

26 Subjects who experience Aﬁﬂlﬂ]ﬂ exacerbation during the screening period

{:?.:-

Procedures for wi of incorrectly enrolled subjects are described in Section 3 4.
o~
&
3.3 SubjeePenrollment and randomization
Approximately 3_&)0 adult and adolescent subjects with moderate to severe asthma will be
randonuzed {@1 of 3 treatment groups (approximately 1000 subjects per group). In addition,
up to 100 ghbjects in the 4 to 11-year age group with moderate to severe asthma will be
wod with approximately 50 subjects randomized to the AS MDI and 50 subjects
ed to the low dose BDA MDI groups only. Approximately 6000 subjects will need to
be@ereened, assuming an estimated screen failure rate of 30% to 50%. This Phase III study 1s
\}@ﬁuned to be conducted globally.

O
%E)G The investigator(s) and/or study personnel will:

&
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1  Obtain signed informed consent/assent (as applicable) from the potential subject and/or QGQ
their puardian/legal representative before any study specific procedures are performed %(?

2 Enter the subject data into the enrollment module in Rave Web Based Data Capture ,éQ'Q
(WBDC) eCRF to enable the allocation of subject identification (Ecode) ES‘

3  Determune subject eligibility (see Sections 3.1 and 3.2) \}

4  Enter the nformation required to enable the Interactive Web Response System C[QERS) to
mitiate randomization and generate the randomization code ﬂ:}

Randomuzation codes will be assigned through TWRS strictly sequentially to sulq;&fs eligible
for randomuzation. If a subject withdraws from participation in the study,

randonuzation code cannot be reused. N
XS
U
3.4 Procedures for handling incorrectly enrolled %@andumized

subjects {-@;

Subjects who fail to meet the eligibility criteria should not, m@gny circumstances, be
randonuzed or recerve IP. There can be no waivers g;rantedj@n the Sponsor for any subject
not meeting mclusion or exclusion critenia. Subjects,who @ enrolled, but subsequently found
not to meet all the eligibility criteria must not be h@ed or imtiated on treatment, and
must be screen-failed and withdrawn from the @

Where a subject does not meet all the eligz

g&t«ma but is randomized in error, or
mncorrectly started on treatment, the in

should inform the medical monitor assigned
to the project immediately, and a d 'gb\’shﬂlﬂd occur between the medical monitor
assigned to the project and the mves regarding whether to continue or discontinue the
subject from treatment. The Spnns.nr’é}:ﬂedical monitor assigned to the project must ensure all
decisions and protocol demtioni\ y, are approprately documented.

3.5 Methods for aﬁning treatment groups

A randonuzation schedu]é:ﬂ] be generated by a designated statistical representative
performung statistical for the study. This schedule will be prepared before the start of
the treatment periodCl'he designated statistical representative will follow their established
standard nperaﬁnﬁrocedm‘es regarding generation, security, and distribution of the
randomization &¥hedule.
‘OEJ

Randomizgtion will be centralized. Adult and adolescent subjects (aged =12 years) will be
randomgiged 1n a 1:1:1 ratio mto 1 of the 3 treatment groups as reliever therapy on top of usual
care@)A MDI 80/180 pg, or BDA MDI 160/180 pg, or AS MDI 180 pg) according to a

-generated randomization schedule. Cluldren aged 4 to 11 years will be randomuzed 1n a
<$'1 ratio only to the lower BDA MDI dosage (80/180 pg) or AS MDI 180 pg. Randonization

bc O~ for adolescents and adults will be stratified by age group (=12 to 17, >18); region (North

,@‘
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America, Western Europe and South Africa [Region 1] and rest of world [Region 2]); and ,;GGQ
number of prior severe exacerbations (1, >1) mn the 12 months prior to screening (Visit 1) plus %(?

any severe exacerbation event experienced during the screeming period. Randomization for .Q'Q
children will not be stratified. N
o~
Upon enrollment, subjects will be assigned a unique subject identification code (Ecnde)tgaﬁich
1s automatically generated by the electromic data capture system (Rave WBDC) basa:@n the
order of entry. Once 1t has been deternuned that a subject meets all ehigibility criteq'@the
subject information will be integrated into the IWRS (Randomization and Trial §&pply
Management) for randonuzation. ©

S

L
3.6 Methods for ensuring blinding . @'5“?
oy

The study blind 1s to be mamtamed until all subjects have (.*-:m]plxxf:t«\f:d‘&“:~ treatment period and
until after the database has been locked. The study site receives doﬁhnentatinn of subject
study 1dentification and kit allocation through the IWRS. The r@&mizatinn code will not be
available, with the exception of unblinding procedures desqr@d m Section 3.7, to the study
team, study center personnel, Sponsor monitors, Sponsor N”j«\a-«:t statisticians, or any other
personnel employed or affiliated with the Sponsorga 3l as investigators and subjects until
after the database has been locked. S 2

Q ©

The 3 different kit types of study IP are ﬂﬂ&ﬂ}v&nﬁcﬂ, protecting the blind through their
similarity in appearance. & db

S

: o

3.7 Methods for unhhnﬁi’ng)

&£
The treatment blind should not be brgke except in medical emergencies and based on the
mvestigator’s clinical judgment the appropriate management and welfare of the subject
requires knowledge of the trea t allocation. Individual treatment details, for each subject,
will be available to the iﬂmﬁator{sj or pharmacists from the IWRS, if needed. If unblinding
occurs, the investigator notify the Sponsor as soon as possible, but without revealing the

treatment assignment unblinded subject. Routines for this will be described in the TWRS
user manual that wﬂ& provided to each center. The IWRS provides unblinding procedures,
if needed. &

ﬂgzl

The designa ?epresentative retamns the right to break the code for SAEs that are unexpected
and are sugpected to be causally related to an IP and that potentially require expedited
repnrﬁ@?c- regulatory authonties. Treatment codes will not be broken for the planned
anal of data until all decisions on the evaluability of the data from each individual subject

ha;{‘he en made and documented.
@

Q\ﬁith the exception of emergency unblinding as described above, all members of the study
%E)G team, ivestigators, and site staff will be blinded. The only individuals who will have access

&
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to unblinded information during the conduct of the study in advance of the primary outcome
database lock will be the unblinded statistician supporting the IDMC closed session review R
which will be performed in accordance with the IDMC charter. rf,QQ

L S
3.8 Restrictions f:?}

Subjects should be advised that marketed (eg, omalizumab, mepolizumab, reslizumab, ©
benralizumab, dupilumab) or investigational biologic treatments or other investigatiial
treatments other than the IPs are not allowed during the treatment period/extensjeg phase.
Subjects requuring chronic OCS are excluded. All asthma maintenance thera%
documented at baseline, should remain stable throughout the study. In the Ltﬁr‘\esugatﬂr s
opimon, if a subject requires a change in their asthma maintenance therw{‘\ﬂms should be
discussed with the medical monitor. rg}

-
Changes to maintenance therapy doses would be pernussible in ific circumstances and
when clinically indicated. In the event that the mvestigator copgiders the introduction of
additional maintenance therapy or intensification of the exa maintenance therapy

(change) 1s required, the medical momitors should be mt?\led

3.9 Treatment discontinuation h&ulﬁ-ct and/or Sponsor

Subjects may be withdrawn from the study e at their own request, upon request of
the mvestigator, or by the Sponsor a or any reason. The subject or his’her
parent/legal representative 1s free to d%ﬁ@ﬂe treatment at any time, without prejudice to
further treatment. Other reasons for ntinuation may include:

e Adverse event ﬁQ

e  Subjects who suffer =3 seveg@xacarhaﬁﬂﬂs within a 3-month period or =5 total severe
exacerbation events, or a E&lgle severe exacerbation event longer than 20 days in duration
should be considered fgt%ismnﬁnuatinn if Sponsor and the mvestigator decide that it 15
m the best mterest n@e subject to discontinue randomized treatment and withdraw from
the study (an exaq?%atinn alone does not require subject discontinuation)

e In the opimo 3Pthe mvestigator, the subject 1s noncompliant with the Chinical Study
Protocol (e st-enrollment eligibility violation) or 1s lost to follow-up and no
alternatiyg Contact information 1s available (this implies that at least 2 documented
attem%ﬂmw been made to contact the subject)

e If e subject becomes pregnant, the subject will automatically be discontinued from

&

'EJQ,‘\IIJ subjects who have elevated liver enzymes AST and/or ALT =3 times the upper himut of
\}& normal (*ULN) and total bilirubin (TBL) =2xULN (1e, meeting the criteria of at least
bco Potential Hy’s Law), IP will be suspended until the liver test values return to the normal
&
&
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range. If the AST, ALT, or TBL reach these elevated levels again, after recommencement
of IP, the subject will be discontinued from IP and withdrawn from the study.

The study will be completed when the last subject has completed his/ or her post- study \}ES‘
follow-up telephone contact. Subjects who discontinue IP will complete a PDV, and AE.';,{fﬂ
SAEs will be followed up if medically indicated. Q

\
A subject that decides to discontinue TP will always be asked about the reason(s) @ the
presence of any AEs. If possible, they will be seen and assessed by an investig'@(s) Adverse
events and SAEs will be followed up (See Section 6); eDiary and all IPs 5]101&1 be returned by

the subject. ﬁg

Subjects who discontinue study treatment prior to EOS will be encn@\ed to remain in the
study to complete all remaming study visits during the treatmentﬂ’e@hnﬂon phase period.
Treatment discontinuation subjects will return to appropriate m@,ﬁename asthma
medications, per the investigator’s discretion. For subjects mrded as Treatment
Discontinuations who do not complete at least 1 post-trea t data collection, a telephone
follow-up call 1s requured at least 14 days after las&?i‘ @?

If a subject chooses not to continue with stud ents at a munimum the subject will
complete the PDV (as indicated i Table 1}§ _ e@mh_]ects will return to appropriate
maintenance medications, per the investy 1scretion. A follow-up telephone call (TC)
will be performed at least 14 days eﬁt IP dose. In the event the PDV 1s performed
>14 days post last IP dosing, a fc-]lnﬁ'—'ugg’c will not be required. These subjects who do not
withdraw consent for follow-up will lie.?n]_lﬂwed for survival/death, severe exacerbations,
AEs/SAEs, and concomitant medicittons including asthma treatment (maintenance and rescue
therapies) at quarterly mtervals ‘:&?l EOS.

3.10 Study termiga%‘un
O

If the Sponsor, iﬂvesti@r, study momitor, IDMC, or regulatory officials discover conditions
arising during the st%f? that indicate that the subject’s safety and/or scientific value of the
study and/or quahg'\bf the IPs have been compromised, the study may be halted or the study
center’s particiﬁnn may be terminated. Ongoing subjects will be discontinued from the
study and as&;ned to receive treatment as per local standard of care.

Cnndlﬁq'ﬁ that may warrant termination of the study include, but are not limited to, the
fo Uuﬁg list:

¥
&Q The study may be stopped 1if, in the judgment of the Sponsor, study subjects are placed at
& undue risk because of climcally significant findings that:
%E)G - are considered significant
&
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- are assessed as causally related to IP
- are not considered to be consistent with continuation of the study \~$‘P
e  The discovery of an unexpected, serious, or unacceptable risk to the subjects enrolled in X
the study \}E?

e A decision on the part of the Sponsor to suspend or discontinue testing, evaluation, 8:

development of the IP for any reason D

Conditions that may warrant termination of a study center’s participation include, l{& are not
limited to, the following list: @.i':-

L
e  Failure of the mvestigator to enroll subjects mnto the study at an acceptéb?e rate or within

an agreed timeline Q‘?

e  Failure of the mvestigator to comply with pertinent governing b@ regulations
e  Subnussion of knowingly false information from the researc];b'ﬁ\&ﬂlty to the Sponsor,
study momitor, medical officer, or regulatory official S

e Insufficient adherence to protocol requirements ﬁé‘\
Repardless of the reason for termunation, all da a.]@?le for the subject at the fime of
discontinuation of follow-up must be remrd t@eCRF All reasons for discontinuation of

treatment must be documented.

In terminating the study, the Spnmnrﬁﬁ. @ue that adequate consideration 1s given to the
protection of the subjects’ interests Q= Q)
Q

Study termunation and follow-up w&@)e performed in compliance with applicable goverming
body regulations. {Q\

)
3.11 Screen I‘ai]ug’b

Screemng failures are s who do not fulfill the eligibility critenia for the study, and
therefore must not be ghdomized. These subjects should have the reason for study withdrawal
recorded as “Scre 1lure”. Subjects who screen fail will not be rescreened except for
children and adqlscents who screen failed because they did not meet the now obsolete upper
FEV1 % pred@%d limit. Children and adolescents who previously failed to meet the upper
FEV1 % pnaﬂcted threshold, but who met all other eligibility requirements, may re-screen
once. U@n re-screening, these subjects must meet all eligibility requirements m order to be

-amgg?zed

9
IZJQ
\}6\
%)
bG
&
&
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4 STUDY PLAN AND TIMING OF PROCEDURES (‘;329(\
Table 1 presents study assessments and procedures. Repeat assessments, if needed, will be ,Q\‘
captured in unscheduled visits. o

S
24
LN
O
&}D
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o
Qd‘
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&
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N
i
Table 1 Study Assessments and Procedures 6)6‘\
Screening Deonble-blind Treatment Period Extension &GS 4 PDVe | Safety Follaw-up
and rmun- Phase --Sﬁasf clinic iif Ic
in visif) applicablel] (2 weeks [£4
Fisit® 1/1at 2 3 4 5 6 7 {every 1 J#' daysfafter EOQS or
weeks ays PDV}
until g;s PCD)
Week -4 to -2 (1] 4 & 12 24 J6 . ,-"é-‘
Day -8t -14) 1 8L F6£) B4 1684 15144 ﬂ(\
Informed consent/assent X &
Eligibility criteria X X é‘@
Clinical procedures : -‘.:;\
Medical/surgical history Xt QJL. &\ﬁ
Demography X (_,D "'?.E
Physical examination X QS} ’?cf‘\ X X X
Height (cm)* X O xe Xf xXf
o
Concomitant medications X® X X Y‘\g@ X X X X X X X
Albuterol/salbutamol reversibility test # X ..Q?
Safety measurements *e."?
Vital signs Xt X X (\Q@ X X X X X X X
12-lead ECG x® X .-5':‘5’ X X X
Adverse events X X $Q' X X X X X X X X X
Pregnancy test® serum urine® wurine® urine® serum urine® urine & serum serum
Safety laboratory assessments (clinical Xt W X X X
chemistry and hematology)
Moming serum cortisel assessment @Q X X X
&
P
6‘\?
L9
&
&
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=
@Q&
Screening Deonble-blind Treatment Period Extension g PDVe | Safety Follaw-up
and rmun- Phase inic iif Ic
in Qisi applicablel] (2 weeks [£4
Fisit® 1/1at 2 3 4 5 & {every 12- daysfafter EOQS or
weeks =4 d, PD¥)
until the P&T
Week -4 to -2 4 & 12 24 &
Day -28to -14 28 36+ B4y 1684 2 o
-
Efficacy measurements é@f

Collection/review of exacerbations ! X X X X X X X :‘h X X X

ACQ-S51 X X X X X X

ACQTE b4 o

ACT/C ACT X X X X '.'."P X X X X

. g &

AQLO+12/PAQLQ X X X dQ X X X X

Review of PEF, use of IP (reliever therapy), X X X Gq:bk X X X

asthma daytime/night-time symptoms, night- & '?.'rb

time awakenings due to asthma symptoms O DQ.":’

Spirometry (FEV1) = X Qé}? Fx X

eDiary d (@;b c

Review compliance with eDiary X X :Q'Ia X X X X

Investigational product administratio (Q@'

Randomization é&

IP (dispense/collect) $ood c/d cd c/d c/d c

Ventolin (dispense) d

Abbreviations: ACQ-5/7=Asthma Control Quest

TC=telephone call; V=wvisit

57, ACT=Asthma Control Test; AQLQ+12=Asthma Quality of Life Questionnaire for 12 years and
older; B-hCG=p-lmman chorionic gonadotropin; BhE~body mass index; c=collect; C ACT=Childhood Asthma Control Test; d=dispense;
ECG=electrocardiogram; EOS=end-of-study;

PAQLQ=Pediatric Asthma Quality of Life

=forced expiratory volume in 1 second; [P=investigational product; LABA=long-acting p2-agonist;

onnaire; PCD=primary completion date; PDV=premature discontinuation visit; PEF=peak expiratory flow;

B
*  Repeat assessments/visits, if umd@gﬁ?n]] be captured in unscheduled visits.

k.
L
@
&

&
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%Q&
®  Visit 1 will be split and used for repeated assessments, if needed (ie, Visit 1a will be needed for the repeat assessment of Zibuterol/salbutamol reversibility
test and FEV, if applicable). Subjects may consent for the study in advance of Visit 1 and if required, request for medical rds to support evidence of prior
asthma exacerbations without triggering the 28-day screeming period. Where a severe exacerbation event occurs during the screening period, this may be
extended to a maximum of 9 weeks (to account for a course of systemic corticosteroids of up to 1 week duration fu]l@d by a 4-week washout period). In the
event of an extension to the screening period due to a severe exacerbation event, the following will be repeated: sa@ laboratory assessments, ECG, wital signs,
concomitant medications, and medical/surgical history. d‘@
¢ The treatment duration for the study will be at least 24 weeks for each subject to support the subject expgsure data. The study treatment period will confime
{extension phase) until the required 570 first severe exacerbation events, as defined per protocol, have been?ached, and the last adult subject has completed 24
weeks of treatment, which will be defined as the PCD. After Visit 6, visits will be scheduled every 12 uﬁs with the assessments from Visit 7 to be performed
in all of them. 6\
4 The EOS visit will be planned once the first 570 severe exacerbation events occur. If a subj @ ireatment lasts =24 weeks then the subject’s EOS visit will
occur at their next scheduled clinic visit. Once the PCD has been reached, any ongoing subject Wil retumn to complete an EOS wisit at their next scheduled clinic
®  Subjects who prematurely withdraw from the study will undergo a PDV. In IheQ_v\L"n@m PDV is performed =14 days post last IP dosing, a follow-up TC
will not be required. These subjects who do not withdraw consent for follow-up wy ftowed for survival/death, severe exacerbations, AFs/SAFs, and
concomitant medications including asthma treatment (maintenance and re*scue@ ) at quarterly intervals until EOQS.
f  Additional height (cm) assessments to be collected for subjects <18 }reai;o ONLY. Assessments of height will continue in accordance with a subject’s
age at the time of signed informed consent/assent (where a subject ing the study).
£ Demonstrate reversibility at Visit 1, with an increase in FEV1 =1 =200 mlL. for subjects =18 years) relative to baseline after administration of
Sponsor-provided Ventolin via central spirometry at either Visit 1 or VispiIa (reversibility must be demonstrated at either Visit 1 or Visit 1a); Visit 1a nmst be
used for re-testing, if needed; with only 1 reversibility re-test pe:rmitteq@ advance of randomization (Visit 2).
b A serum pregnancy test (B-hCG) will be performed at Visit 1 G‘band EOS/PDV; unine p-hCG test will be performed at all other clinic visits (for women of
childbearing potential only). (In Argentina, women of c]nldbea:% tential will have additional pregnancy testing at monthly time points.)
1 Asthma exacerbations data will be reviewed, and sever tions identified as per Section 5.1.1. Subjects are to be reminded not to take any albuterol
product except for the IP. Q
i Asthma Control Questionnaire-5 se]f—adminjsrerecbﬁgﬂt version to be used for adults and adolescents 11 years and older; the interviewer-administered
version should be used for children 4 to 10 years. Suﬁct will need to satisfy ACQ-5 (=1.5) entry requirements at Visit 2.
¥ Subject will need to satisfy ACQ-7 (=1.5) emﬁ requirements at Visit 1.
! TheAMjdtvicewi]lbedispensadatsm@ngmﬂPEmenemﬁsmﬂbemkmmMJghthﬂmmjngpﬂiudmadvmceufﬂsﬂ2.
Qp
&
%‘6‘
)
&

&
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oy

@q‘&
= Prebronchodilator FEV) will be measured in the morning between 06:00 and 11:00 AM at Visits 1. 2, 5, and 6. Prebron ilator FEV: of =40 to =00%
predicted normal value for adults and =60% predicted normal value for subjects aged 4 to 17 years after withholding SABA 26 hours (and at Visit 1 and Visit 1a
[used for repeated assessments, if needed], if applicable, as confirmed by centralized spirometry). Sponsor-provided V should be withheld =6 hours at
Visit 2. At subsequent treatment visits, IP should be withheld =6 hours before Visit 5 and Visit 6. At all visits where FBV is measured (Visits, 1. 2, 5. and 6),
subjects whose maintenance therapy includes LABA should be instructed not to use their maintenance therapy vm@ timeframe specified in Table 4 in
advance of the visit as these are considered bronchodilators. If these medications were taken within the rcsl:tlcteg"ﬁme periods, visits should be re-scheduled.
&
{‘.}
R

&
&
&

&
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4.1 Screening and run-in period ;QQ
Procedures will be performed according to study assessments and procedures presented in \“S?

Table 1. Subjects may consent for the study in advance of Visit 1 and if required, request for g%
medical records to support evidence of prior exacerbations without triggering the 28-day ¢
screening period. The screening period will be 14 to 28 days except where a severe asthmg®
exacerbation event occurs during this period. Where a severe asthma exacerbation thng
the screening period, the period may be extended to a maximum of 9 weeks (to accc-ug?fnr a
course of SCS of up to 1 week 1n duration followed by a 4-week washout period). Nthe event

of an extension to the screening period due to a severe exacerbation event, the ing
assessments and procedures will be repeated following washout of SCS 151t 2: safety
laboratory assessments, ECG, vital signs, conconutant medications, and rﬂ@lcalfsurg;mal

\
history. 4&

At screeming, consenting subjects are assessed to ensure that they @ eligibility criteria at
Visit 1 or Visit 1a, as applicable. Subjects who do not meet thesg$eriteria must not be enrolled in

the study. %&\
The study procedures carned out during this peni ude medical and surgical history,

demographics, physical examination (including &5 mdex [BMI], weight and height),
conconutant medications review, Sponsor-progt entolin reversibility test (reversibility

must be demonstrated at either Visit 1 or V3 |3 ‘&?1511 1a will be used for re-testing, 1f needed;
with only 1 reversibility re-test pernm : ac@nce of randonuzation [Visit 2]), vital signs,
12-lead ECG, AEs, pregnancy test, b a@l&s for hematology and climcal chemistry

(1 re-test 1s permuitted in advance of Visit@), and morming serum cortisol assessment,
collection/review of exacerbations, @:?J]etry (if needed, FEV1, must be re-tested once at
Visit 1a; only 1 re-test 1s permm CQ-7, PEF, and dispensing eDiary.
Subjects aged 4 to 11 years Dfﬁ who previously failed inclusion criterion 6 will be permutted
to rescreen. L

QG

Demographic data andtgﬁer characteristics will be recorded and will include the age and year of
birth; gender, race, asfd/or ethnicity according to local regulations; alcohol consumption; and
smoking history. g

N
A standard tﬂgﬁical, medication, and surgical history will be obtamed with review of the
selection @éﬁa for the subject. Previous asthma related treatments and duration of asthma
related gﬁtments will be recorded.

4. %;\ Randomization/treatment period/extension phase
Qﬁ:medm‘es will be performed according to study assessments and procedures presented in
P Table 1.
N
,t\‘Q
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Subjects should not admimster Sponsor-provided Ventolin on the morning of their
randonuzation visit (Visit 2). Subjects taking ICS, LABA | or other maintenance medications <§
that can impact the performance of spirometry should refer to Table 4 for medications that can ,Q'Q
interfere with pulmonary function tests (PFTs). (‘?@

s
At randomization (Visit 2), eligible subjects will enter a 24-week double-blind treatment gﬁnd

AN
The study treatment period will continue (extension phase) until the requured 570 ﬁrs&;%vere
exacerbation events, as defined per protocol, have been reached and the last adul@ect has

completed 24 weeks of treatment, which will be defined as the PCD. ‘\Ql
O

e Inthe event 570 events will be captured before the last adult subject h{'@%ﬂd 24 weeks of
treatment, all subjects on treatment for =24 weeks will have their E@ visit at their next
scheduled climc visit. All subjects on treatment for < 24 weeks w_lpmnnﬂue until 24 weeks
at which poimnt they will complete their EOS wisit. (-\5,

e Inthe event 570 events will be captured after the adult last @ect has had 24 weeks of
treatment, each subject will return to complete the EOS vi@?at their next scheduled clinic
visit. L

Q
e  Children and adolescents ongoing in treatment PCD will continue 1n follow-up
until they have completed 24 weeks of trea o )

AN
QS
: . AV AT o .
The study procedures carned out during tlﬁpeq@fd will include: randomization, concomitant
medications review, height (for subjec ars of age at time of informed consent), vital

signs, 12-lead ECG, AEs, pregnancy$:3t, ¥dood samples for hematology, and climical chenustry;
and morming serum cortisol ammsm%@%lecﬁnnfmﬁew of exacerbations, spirometry, ACQ-5,
asthma control test (Acwchﬂdhm@hm control test(C ACT), Asthma Quality of Life
Questionnaire for 12 years and nl@ (AQLQ+12)/Pedhatric Asthma Quality of Life
Questionnaire (PAQLQ) (whe@opulatinns are approved), PEF, use of IP (reliever therapy),
asthma daytime/might-time %ﬁptoms? mght-time awakenings due to asthma symptoms,
eDiary/TP compliance, an‘%ﬁspensmg and/or collection of IP.

o~
4.3 End-ﬂfxﬂ?ld}-' visit
Procedures will h€éperformed according to study assessments and procedures presented in
Table 1. The E@\g visit will be planned once the 570 first severe exacerbation events occur. If a
subject’s traﬁlent 15 =24 weeks then the subject’s EOS visit will occur at their next scheduled

clinic visifSOnce the PCD has been reached, any ongoing subject will return to complete their
EOS g@.‘? at their next scheduled clinic visit.
X

g\l@%mdy procedures carned out during this visit will include: physical examination (mncluding
eight), concomitant medications review, height (for subjects <18 years of age at time of
3 informed consent), vital signs, 12-lead ECG, AEs, pregnancy test, blood samples for
N
,t\‘Q
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hematology, and clinical chenustry; and morning serum cortisol assessment, review of asthma
exacerbations, ACQ-5, ACT/C ACT, AQLQ+12/PAQLQ, review of PEF, use of IP (reliever <§
therapy), asthma daytime/night-time symptoms, mght-time awakenings due to asthma ,Q'Q
symptoms, eDiary/IP compliance, and collection and final reconciliation of the IP. G

4.4 Unscheduled visit and premature discontinuation visit 6\

Repeat assessments/visits, if needed, will be captured in unscheduled visits and the pg_’@{';dures
carried out durning an unscheduled visit will be decided by the investigator. N

@
>
Procedures will be performed according to study assessments and procedures ge@sented n
Table 1. o

o>
The study procedures carned out during the PDV wisit will include: p {Eal examination
(including weight), height (for subjects <18 years of age), concomtght medications review, vital
signs, 12-lead ECG, AEs, pregnancy test, blood samples for hemi ogy, and clinical chenustry;
and morming serum cortisol assessment, review of asthma exa@ations, ACQ-5, ACT/C ACT,
AQLQ+12/PAQLQ, review of PEF, use of IP (reliever wj asthma daytime/mght-time
Q‘Q

symptoms, mght-time awakenings due to asthma eDiary compliance, randomization,
and collection and reconciliation of the IP. CJO &
L
4.5 Safety follow-up period é{?@@o
3y
Procedures will be performed accordin S assessments and procedures presented in
Table 1. The safety follow-up telep. ct will occur 2 weeks (+4 days) after EOS or

PDV, whichever occurs first. (o))
él\}(‘

The study procedures carned out dl}?lg this period will include: recording of concomitant
medications and AEs. &

Q
o

4.6 Follow-up §..

If a subject chooses not tinue with study assessments, at a munimum the subject will

complete the PDV (a% icated 1n Table 1). These subjects will return to appropnate
maintenance medi@bns? per the investigators discretion. A follow-up TC will be performed at
least 14 days ﬂﬁﬁh«e last IP dose.

In the even EJPDV 15 performed >14 days post last IP dosing, a follow-up TC will not be

required, Fhese subjects who do not withdraw consent for follow-up will be followed for

SUTVIV, th, severe exacerbations, AEs/SAEs, concomitant medications including asthma
(mamntenance and rescue therapies) at quarterly intervals until EOS.

@

N
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S STUDY ASSESSMENTS

The Rave WBDC system and the electromic patient reported outcome (ePRO) device will be Q
used for data collection and query handling. The investigator will ensure that data are recorded g%
on the eCRF and in accordance with the mstructions provided. &

&

The investigator ensures the accuracy, completeness, and timeliness of the data recorded aid of
the provision of answers to data queries according to the Clinical Trial Agreement.
mvestigator will sign the completed eCRF. A copy of the completed eCRF will be 1ved at
the study site P

S
The laboratory safety assessments will be sent for analysis to a central labgﬁoqr_
The spirometry and ECG assessments will be performed at site using gt}erSmpe equipment
provided by eResearch Technology including an AM3 device whic also be used to collect
ACQ-5, ACQ-7, PEF, and eDhary data. In addition to this, a table{‘ﬁ'ﬂl be used to collect the
AQLQ+12 and ACT/C ACT questionnaire data using the Stud%ﬁnrks software. This data will
be recorded 1n the vendor’s central database and transferre onciled with the eCRF data as

summarized in Section 9.4 A <
R K
; O
5.1 Efficacy assessments O S
XS
Efficacy assessments mclude asthma exacw, AQLQ+12/PAQLQ, ACQ-5, ACT/C ACT,
PEF, use of IP (reliever therapy), as 1Me/mght-fime symptoms, mght-time awakenings
due to asthma symptoms, and review ¥y compliance.

5.1.1 Asthma exacerbation defiXition
o
An asthma exacerbation 1s deﬁﬂe%é‘ deterioration of asthma which mcludes:

e  Worsemng of asthma s1 ?yn]ptams (see Section 5.1.1.1)
e Increased use of “as " reliever therapy
s  Deterioration of h@qﬁmctinn (1e, decreased PEF and/or decreased FEV)
e A medical iﬂteﬁanﬁnn as described below (see Section 5.1.1.3)
<&

&
These descripfiehs above are provided for definition, however, only severe asthma
exacerbatioff® will be assessed during this study (Section 5.1.1.3).
)

5.1.1.1 \}é“' Definition of asthma signs/symptoms worsening

Theﬁseniﬂgfﬂﬂset of symptoms must mclude at least 1 of the following:
@

0\5& Shortness of breath

P Wheezing
N
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e  Chest tightness
« Cough

s  Spufum e
e Night time awakening due to asthma fa}c"f‘
Activity limitation due to asthma S

¢ Decreased PEF &3\0{‘\

e Decreased FEV; Q;Q

5.1.1.2 Investigator-justified asthma exacerbations KQ%

A vast majonty of asthma exacerbations are associated with worseming of t@‘mgnsfs}rmptoms
described 1 Section 5.1.1.1. Clinical presentations may, however, vary ‘J{ﬁbﬂg subjects. If a
subject’s symptoms and the overall clinical findings support the diagng®s of an asthma
exacerbation, but the symptomatic worsening does not meet the de@tmn m Section 5.1.1.1, the
mvestigator must justify the decision for defining the event as a%&acerbau-an and document

the reasoming in the eCRF. &
Q
5.1.1.3 Severe asthma exacerbations (‘F

All protocol-defined severe asthma exacerbat: @%ed@ fulfill the symptom critena as defined

in Section 5.1.1.1 and be supported by an eDiary al@nr an investigator justification.
An asthma exacerbation will be CDﬂSldEIE(é\ (ﬂt if it results in at least 1 of the following:

e A temporary bolus/burst of SCS é@t ]&t 3 consecutive days to treat symptoms of asthma
worsening; a single depo-injectable of corticosteroids will be considered equivalent to

a 3-day bolus/burst of SCS Q“PQ

e  An emergency room or urgﬂ:&\é:re visit (defined as evaluation and treatment for <24 hours
in an emergency departmenf\Or urgent care center) due to asthma that required SCS (as per
the above)

e  Anin-patient huspita]@{t}nn (defined as admission to an in-patient facility and/or
evaluation and treagﬁmt n a healthcare facility for =24 hours) due to asthma

¥o)

Note: all deaths w@? be adjudicated to determune if they meet the critenia for severe exacerbation

events. EJ

5114 6‘1‘ reatment for severe asthma exacerbations

The h‘e@hent for a severe asthma exacerbation 15 at least 3 consecutive days of SCS.

&

Q"ﬂ]e recommended treatment (GINA 2018) for a severe exacerbation 1s prednisolone
pr
\}& (1 mg/kg/day up to 50 mg for adults and adolescents) once per day (preferably in the
bco moming) for 5 to 7 days
9
&
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e Tapering the prednisolone dose 1s not needed if the treatment has been given for less than 2 @Q
weeks (GINA 2018) %q?
R
o
Treatment for less than 3 days does not constitute a severe asthma exacerbation. \}c"}?‘
)
5.1.1.5 Onset and duration of asthma exacerbations 6\'

L
For severe exacerbations, the duration 1s defined by the prescribed treatment. (E'}D

@
For severe exacerbations: tz%

S

. Thestartdatemllbedeﬁﬂedasthesta:rtdatenfprescnbedtreatmentvﬁhaSCS
e  The stop date will be defined as the last day of prescribed treatment.’&ﬁth a SCS.
e If the timeframe between successive SCS use 1s =7 days, the evg'f‘nf severe asthma

exacerbation will be considered as 2 separate events of seve-re-ﬁthma exacerbation. An
event of severe asthma exacerbation 1s considered smgu]m@ if SCS use 1s <7 days.

e A single depot injectable dose of corticosteroids will bex n_';ldered equivalent to a 3-day
course of SCS. The corresponding stop date forshis gf4tment will consequently be
determined as the date of adnumistration pl 313@

e If multiple treatments are prescribed for @ a@\ exacerbation, the earliest start date and
the latest stop date will be used. {v

e For a severe asthma exacerbation @r@nﬂspltahzatmn with no documented
corticosteroid treatment, hnspim@uﬁdnﬁssmnfdischarge dates, or emergency visit date
will be used as start/stop dates. ,QQ)

5.1.1.6 Approach for captuﬁ:@g‘i:sthma exacerbations

5.1.1.6.1 Severe Asthma Exace@?ﬁon eCRF

All screeming and pnst—mdocpﬁﬁnn severe asthma exacerbations (including mvestigator-

justified asthma exacerbam@s) must be captured using the Severe Asthma Exacerbation eCRF.

Severe asthma exaceﬂaﬁns will be considered expected study endpoints and will not be
reported as AEs un%e}@they also meet the critenia for an SAE (Section 6.3.5).

5.1.1.6.2 Sﬁptom Reporting

The subjectéﬁ.l use the eDhary for daily symptom reporting, entering symptoms twice daily.

'
If sym@hs meet the below threshold, the eDiary generates an alert to the subject and the

mve&@aﬁnnal site:
}\Q\Q' Decrease in morning peak flow =20% on at least 2 consecutive days compared with

¢¥ Dbaseline, and/or
bG
©
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e Anincrease in rescue medication use of >4 puffs on at least 2 consecutive days compared
with the average use during baseline and/or

e >12 puffs of rescue medication in 1 day, and/or
e A might-time asthma symptom score of >baseline mght-time score and =2 for at least \}(‘?
2 consecutive days, and/or 2

e A daytime asthma symptom score of 3 for at least 2 consecutive days _ D{\D
2

This alert should generate contact between the subject and the investigational site The

mvestigator then makes the decision whether or not to imtiate (or escalate, as a?ﬁpriate)

treatment (1e, with inhaled or SCS and/or hospitalization). {\D
O
b
NB: An eDiary alert is not an asthmma exacerbation per se. {{b
&
-

Although the eDiary alert may inifiate contact between the subject @ the mvestigational site,

the mvestigator or designee will always assess the subject’s syn]g&ns and determine whether

to treat the subject for an exacerbation. Subjects will also be;gommended not to take more

than 8 puffs per day and adwvised to contact the study sitefiﬁﬁstigatnr if their symptoms

necessitate more than 8 puffs in a day. Q_k 'Q\\

S &

Asthma signs or symptoms will be recorded a@ﬁs@ﬂy when: the sign or symptom 1s serious
/E@*s subject or inconsistent with the subject’s

&

2

causes the subject to discontinue IP, or 1s naé(bo

pre-existing asthma history (Section 6_3_@ S
O &

5.1.2 Asthma Quality of Li \}ﬁunnaire+12£Pediah'ic Asthma Quality of

Life Questionnaire él\}(‘
5.1.2.1 Asthma Quality of Lﬁ]&%ﬂﬁﬁnnnairﬁlz

The AQLQ+12 will be used in‘(@lbjects 12 years and older. The AQLQ+12 will be self-
admimistered using an ePR 1ce during site visits as indicated in Table 1. Lingmistically
validated translations of QLQ+12 mto local languages will be used.

Q
The Asthma Quality uii?ife Questionnaire (AQLQ, Appendix F, Asthma Quality of Life +12
Questionnaire) “msggrelnped to measure the functional problems (physical, emotional, social,
and nccupatinnagﬁlat are most troublesome to adults with asthma.

There are 32\'ﬁ?estinns m the AQLQ+12 and they are in 4 domains (symptoms, activity
limitatinn?@&notinnal function, and environmental stimuli). The activity domain contains
5 mmj@}speciﬁc questions. This allows subjects to select 5 activities in which they are most
Hﬂﬂ@ﬂﬂd these activities will be assessed at each follow-up. Subjects are asked to think about
f&@\they have been during the previous 2 weeks and to respond to each of the 32 questions on a
R pomnt scale (7=not impaired at all; to 1=severely impaired). The overall AQLQ+12 score 1s the

bG
&
&
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mean of all 32 responses and the individual domain scores are the means of the items in those

domains.

5.1.2.2 Pediatric Asthma Quality of Life Questionnaire '«Q\@
)

The PAQLQ will be self-administered during site visits as indicated in Table 1 in subjects ;>
aged 7 to 11 years. Subjects aged 4 to 6 years will mmpletethequestinnnairewiththeha&ﬂfa
caregiver. As the PAQLQ 1s not validated for children less than 7 years of age, data fcﬁ\ubjects
who are aged 4 to 6 years will be excluded from the analyses of PAQLQ Eﬂdpﬂiﬂtsq’&

The subject/caregiver will complete the PAQLQ on paper and responses will bq%‘ansmbed to
the eCRF by site staff. Lingmstically validated translations of the PAQLQ 181‘0 local languages
will be used. B
>
The PAQLQ, (Appendix G, Pediatric Asthma Quality of Life leﬁg‘ﬁ:mim) was developed to
measure the functional problems (physical, emotional, and sc-cial{ﬁt are most troublesome to
o

children with asthma.

O
The PAQLQ has 23 questions in 3 domains (symptoyis, a@ﬂy limitation, and emotional
function). The activity domain contains 3 subject-sfigci \questinns_ Children (subjects aged

7 to 11 years) are asked to think about how the @aw{\&en during the previous week and to
provide responses to each of the 23 quest: adboint scale (7=not bothered at all;
1=extremely bothered). The overall PAQLé\erfe 1s the mean of all 23 responses and the
individual domain scores are the me ms m those domains.
&

5.1.3 Asthma Control Qu eshp&@aire—S and -7
The ACQ-5 will be admimistered us@an ePRO device duning site visits as indicated in
Table 1. The ACQ-5 self—adnﬁnisg?éd adult version will be used for adults and adolescents
11 years and older. As the ACQ‘QS 15 not validated for children less than 6 years old, the
nterviewer-administered veq.%n will be implemented for children aged 4 to 10 years. The
questions take appmma@ 2 to 3 minutes to complete. Lingmstically validated translations of
the ACQ-5 mnto local ges will be used.

O
International guid@‘:és for the treatment of asthma have identified that the primary climcal goal
of asthma maﬂ,aﬁnent 15 to optimize asthma control (minimzation of symptoms, activity
limitation, bﬁéhﬂcnﬂstriction, and rescue P2-agonist use) and thus reduce the risk of
life-threatgiing exacerbations and long-term morbidity. The Asthma Control Questionnaire
(5-item @rsion: Appendix H, Asthma Control Questionnaire-5 and -7 ) was developed to meet
theseiteria. It measures both the adequacy of asthma control and change in asthma control,
w]ﬁn occurs either spontaneously or as a result of treatment.

£
G(R'he ACQ-5 questionnaire will be self-administered for adults and adolescents 11 years and
.&  older. The interviewer-admimistered version will be used for children aged 4 to 10 years.
&
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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 <§
poor control). ,Q'Q
o
Note: The ACQ-7 will be completed once at screening only and consists of the top sconng \}C?
5 symptoms from the ACQ-5, with the addition of FEV1% predicted value and daily rescue
bronchodilator use. Subjects are required to score 1.5 for ehigibility to the study. @{\
]
3.14 Asthma Control Test g’(\

The ACT will be self-admimistered using an ePRO device during site visits as @ﬁicated m
Table 1. Lingwstically validated translations of the ACT into local languagwﬂ] be used.

The ACT (Appendix I, Asthma Control Test) 1s a 5-question health sur@\y used to measure
asthma control in subjects aged 12 and older. The survey measures ﬂ:lge elements of asthma
control as defined by the National Heart, Lung, and Blood Institu *The ACT is an efficient,
reliable, and valid method of measuring asthma control, with t{\%thﬂut hung functioning
measures such as spirometry.

The development of the ACT follows a paradig;m @:& treatment of asthma, from a focus
on asthma severity to asthma control. Specifically A,Gﬁ‘ elps 1dentify and detect asthma
subjects who are not well controlled. It was with input from asthma experts who
helped establish cut-point scores to m]pm‘.@ Q%mcﬂ utility of the survey.

5.1.5 Childhood Asthma cQgr |§ st

The C ACT will be self-administered l@g an ePRO device duning site visits as indicated in
Table 1. Lingwstically validated Ir:nﬁtmns of the C ACT 1nto local languages will be used.

The C ACT report (Appendix %ﬁ]{ﬂmmd Asthma Control Test) 1s a validated tool for subjects
aged 4 to 11 years to assess g’&lma confrol and identify children with inadequately controlled

asthma. QQ
24
5.1.6 eDiary ©
The eDiary will lﬁ?ﬂhzed by all subjects enrolled in the study mncluding cluldren Chaldren, as
necessary, wﬂJ‘ZEQ assisted by a carepiver for the performance of assessments and navigation of
the applicabfjuestions.

&

5.1.6.1 \}f} Peak expiratory flow

will be trained at Visit 1. Throughout the study, subjects will record the best of 3 PEF
ures on nsing in the morming and before going to bed in the evening prior to taking any

()Esthma therapy.

bG
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5.1.6.2 Use of investigational product (reliever therapy) @Q

Use of IP as reliever therapy will be collected using an ePRO device. Subjects will be asked \S?
twice daily (in the evenungs and in the mormings) to enter into their eDiary (device called ,éQ'Q
AM3+), how many puffs of rescue/reliever medication (1e, study IP) they took since the c"}:‘
S
)

previous measure. R
O
5.1.6.3 eDiary maintenance therapy compliance &D\g{*\

Monttoring of comphiance for medium-to-high-dose ICS or low-to-high-dose ICS >

combination with LABA will be done only through the eDiary question “have taken your

regular maintenance therapy today?” (Appendix K, List of e-Diary questinnse\_ ere will be no

collection of the actual devices for measurement/assessment of compliancgrather, compliance

will be assessed by subject reported response. Responses will be “Yes” iﬁpﬂn”, where “Yes” 1s

taken as compliant to dose and regimen and a “No™ equating to nﬂncgﬂ‘q}]jance (mussed dose).
Lo

4
5.1.6.4 eDiary recording of asthma symptoms S

The subject will use the eDiary for daily symptom reportin '-&t?eriﬂg symptoms twice daily.
A <
The device will be programmed to alert both the st@ec@d study center when the below
the

prespecified alert thresholds are crossed. The pufpos;:\ alerts 1s to trigger a documented
contact between the site and subject for ﬁmh@va@aﬁnn if deemed necessary by the

mvestigator. Sponsor will also recerve pro S alerts to monitor subject follow-up.
X °
e Triggers in the ePRO device wﬂ.@eﬁ@ subjects to signs of change of asthma and to
contact their physician. . QQ)
g"‘}

* A dedicated person from the Spggor will review the ePRO and compliance alerts
(2 consecutive days of missi%&ta) and contact the site.

e Incase of ePRO or mn]pquﬁ(‘e alerts, a qualified person from the site will contact the
subject. For ePRO alert%ﬂne subject’s asthma status should be evaluated and 1t will be
determuned 1f a dmc&z@sﬂ 15 necessary.

o~
&

O
An eDiary alert is@vﬁt an asthma exacerbation per se.
@

]
Although the @Ery alert may initiate contact between the subject and the mvestigational site,
the iﬂvesti%ﬁr or designee will always assess the subject’s symptoms and determine whether
to treat tgv&uh]ect for an exacerbation.

N
Asih@ symptoms should be captured in the eDiary by the subject every morming and evemng
:@@endix K, List of e-Diary questions).
<
S
o

&
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5.1.7 Deterioration of asthma @Q
In this study, deterioration of asthma 15 defined as 1 or more of the following items for =2 'Q\éb
consecutive days: 2

&
e PEF: a decline of >20% from baseline ch}
e  Reliever therapy use: >4 puffs/day and >2xbaseline D
e  Symptoms: mght-time score that 1s >baseline and =2 OR. a daytime score that Liﬁaselme

and =3 _p,
ﬂﬁl
O

Daytime 1s defined as the period between the morming lung function assess@.ﬂ (upon nising 1n
the morning) and the eveming lung function assessment. é{b
Night-time 1s defined as the period between the evening lung ﬁmcﬂeg assessment (at bedtime)
and the morming lung function assessment. &
Severe asthma exacerbations will also be considered to be d@%nratinn of asthma and mncluded
in the analyses of this endpoint. Q_a\ %(?

R

5.1.8 Lung function measurement by Gpu,:fﬁletn

Prebronchodilator spirometry will be perfo “'a MasterScope provided for the study by the
central reader at screening (Visit 1 andfnr‘gfm@a as applicable), Visit 2 (baseline), Visit 5 and
Visit 6 (endpoint measurements). It 1s 2 t that all spirometry assessments are performed
after 06:00 and no later than 11:00 A&'a@h&t the spirometry at Visits 5 and 6 are performed
+1 hour in relation to the time of spirog at Visit 2. Preferably, the same study personnel
should test the subject’s lung functi ughout the study to reach optimal performance and to
enhance reproducibility. The subjéet should rest at least 15 minutes prior to the test. For
repeated measurements eg, to gesess best of 3, a short pause (1 nunute) between measurements
1s recommended. §-

The measurements are @ﬁr made with the subject seated 1 an upright position (preferably), or
if not comfortable sta@tding position is also acceptable. The same position should be used for all
spirometry meas%:& during the entire study. The head must not be tilted during measurements.
During the bres)lﬁng maneuvers, the thorax should be able to move freely, hence tight clothing
should be luQQened

Q
Suby ould have previously discontinued bronchodilator medications as specified in
Sect:lﬁ 7.8.2 for reversibility tests as these can affect bronchodilation. If these medications

w@taken within the restricted time periods, visits should be re-scheduled.

&

bc(g/[eamement procedures should be performed in accordance with the user manual for the study.

,@‘
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5.1.8.1 Reversibility Test

To fulfill the reversibility inclusion criterion, the increase in FEV) relative to baseline must be
>12% (and =200 mL for subjects =18 years) approximately 30 minutes after inhalation of ,b'_Q
Sponsor-provided Ventolin. &
S
&

Reversibility testing will be performed as follows: 6\'
L
0
1. Determune if morming doses of all maintenance asthma medications (Table
withheld and that short-acting bronchodilators were not admimistered mﬂg’ﬁ hours of
testing (1f applicable).

c§*~
2. Perform prebronchodilator PFTs after at least 15 nunutes of rest, an\é%efore
admimstration of Ventolin. ‘b

.:\\
3. Subjects aged =12 years should adnunister 4 puffs of Ventngl:\Subjects aged <12 years
should admimister 2 puffs of Ventolin.

'K
O
4. Perform post-bronchodilator PFTs approximately 301@111:&5 after the adnumistration of
Ventolin. 65"
Q—k
The reversibility is calculated as follows: O ,E‘EE'Q

Reversibility=([Post FEV1-Pre FEXWV )%100.

Pre-and postbronchodilator FEV; meas@n@ will be captured within the MasterScope. If the
reversibility inclusion criterion 1s nﬂ@ aﬁﬁsﬂ: 1, the reversibility test must be repeated at

Visit 1a in advance of Visit 2 (random:z@m)

5.1.8.2 COVID-19 and Pu]moﬁ.n Function Testing

In-climc spirometry assessm ould not be performed for subjects exlibiting signs and
symptoms for COVID-19. suspected prior or active cases should have a diagnostic test to
confirm COVID-19 status.cgﬂy subjects with confirmed COVID-19 should not perform
spirometry assesment}g&thjn 14 days of the cessation of symptoms and until the PI considers
the subject 1s no longfr infectious. Device cleaning and hygiene gmidance should be followed at

all times. @G
¥
5.2 Sﬁ’et} assessments

Safety as@sments mclude clinical laboratory (hematology, chemistry, morning serum cortisol,

and P cy tests for females of childbearing potential) parameters, 12-lead ECG readings,
1gn measurements, and collection of AEs.

2!
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5.2.1 Laboratory safety assessments @Q
o3

Blood samples for determination of clinical chemstry hematology, and morming serum cortisol 'c}@

will be taken at the times indicated in Table 1. 2

&

Additional safety samples may be collected if climcally indicated, at the discretion of the ngﬁ

nvestigator.

O
DQ

The clinical chenustry hematology, serum cortisol assessments will be performed uﬁg a
centralized laboratory. Sample tubes and sample sizes may vary depending on lal:{%jtory

method used and routine practice at the site. C"}‘
The following laboratory vanables described in Table 2 will be measureq.} 9
Table 2 Laboratory Safety Variables _L:P

Hematology/Hemostasis {(whole blood) Clinical Chem'g'g‘ (serum or plasma)

Basophils (%) Albumin o

Basophils Abs ugﬁammase

Eosinophils (%) JE: @nl@phusphamse

Eosmophils Abs C %@ate transaminase

Hemoglobin & (@]irubm, total

Hematocrit Y calcium, total

Mean Corpuscular Hemoglobin D \.@” Chloride

Mean Corpuscular Hemoglobin Concentra {.:b'v Cholesterol, total

Mean Corpuscular Volume Creatinine

Monocytes (%) ,?ﬁ‘.#' Creatine kinase

Monocytes Abs _}l{*‘ Gamma-glutamyl transpeptidase

Neutrophils (%) > Glucose (random)

Neutrophils Abs o Magnesium

Red blood cells (eryﬂ:mcyt@ Phosphate

White blood cells (leuk@m) Potassium

Platelet count o Protein, total

Lymphocytes (ﬂgb Sodium

Lmqmoqm@:s Triglycerides

;\.Q Morning (serum) cortisol
Urine> Urea
U,@E\&hm pregnancy (Visit 2) 2 Serum p-hCG pregnancy (Visit 1. 6 and EOS/PDV)

@ﬁ'ﬂmﬁnnﬂ Abs=absolute; f-hCG=f-human chorionic gonadotropin; EOS=end-of-study; PDV=premature

iscontinuation visit

b MNotes:

9
&
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* In Argentina only, additional pregnancy testing to be conducted at monthly time pomts in women of childbearing @Q
potential (;5"
N
Q

If a subject shows an AST or ALT >3 ULN and total bilirubin (TBL) =2xULN please refer to®

Section 3.9 and Appendix E, Hy’s Law for further instructions. \}(?
&
LN
5.2.2 Resting 12-lead electrocardiogram QD
A 12-lead ECG will be performed at the visits detailed in Table 1. The timing and n@b&r of
ECGs may be adjusted in response to the emerging safety profile. @.{}

Twelve-lead ECGs will be obtained using a centralized laboratory after the @ect has been
resting semi-supine for at least 10 minutes. All ECGs should be recorded yth the subject mn the
same physical position. A standardized ECG machine should be used a@‘the subject should be
examined using the same machine throughout the study, where feas{’_\\ e
o

After paper ECGs have been recorded, the investigator or desigited physician will review each
of the ECGs and may refer to a local cardiologist, if approprigt®. A paper copy should be filed
in the subject’s medical records. If an abnormal ECQkﬁﬂd@ at screening/baseline 1s considered
to be climcally significant by the investigator, it s.bﬁlﬂd@ reported as an AE. For all ECGs,
details of thythm, PR, RR, QRS, and QT mter%afs’; a&_@varall evaluation will be recorded.

‘Q~

5.2.3 Vital sign measurements c’} ‘51?

O
Vital signs including resting pulse and \ ssure should be assessed at the visits detailed in
Table 1. Measurements should be talégn i&)ﬁle sitting position after at least 10 munutes of rest.

Any chinically sigmificant changes m,tﬁufa.l signs should be recorded as an AE if applicable.

5.2.4 Adverse event ass.qgments

Adverse events will be mlthgl from time of signature of informed consent/assent through to
the follow-up period as d@'lbed n Section 6.

f::'
5.3 ﬂthe:gssessments
5.3.1 Physisal examination

A complete Eﬁ’smal examination will be performed at screening and EOS/PDV as detailed in
Table 1. "J@ will include an assessment of the following items: BMI (height in centimeters [for
all subjegts at Visit 1 and for subjects <18 years of age only at Week 24 (Visit 6) and
EDS;@'DV as detailed in Table 1] and weight), general appearance, respiratory system,
ca@nvasmﬂar system, abdomen, skin, head and neck (including ears, eyes, nose, and throat),

h nodes, thyroid, musculoskeletal system (including spine and extremities), and

bﬁonaumlngical system.
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5.3.2 Concomitant medications @Q
The collection and recording of all concomitant medications, including all asthma therapies, 'Q\éb
will be performed at the visits detailed i Table 1. Permutted and restricted concomutant 2

medications are descried in Section 7.8. \}c"}?‘

&
All prescription drugs, herbal products, vitamins, minerals, and over-the-counter medicati‘?\ms
taken within 3 months before screening will be recorded as previous medications. Asl@a
medication lustory will be recorded for 12 months before screemng. All medicatiué‘oiaken after

screeqng and through the EOS/PDV wisit will be recorded as concomitant thera@'
L

All asthma therapies taken during the study (Visit 1 through EOS/PDV) iﬂ(@gng SCS for
exacerbations as well as conconutant ICSs will be recorded in the cc:ncmﬁ}ant medication form
in the subject’s eCRF. Asthma maintenance therapy (1e, an ICS, or IC@ABA + 1 of LTRA,
LAMA, or theophylline) must be recorded at baseline. Any changestﬁ the maintenance therapy
presented at screeming (Visit 1/1a, as applicable), including chan&e@ m dosing, will also be

L

collected on the conconutant medication page in the eCRF. S

S
Subjects will be maintained, after Visit 1, on their cu.t(ant@rgj.ntenance regimen. Changes to
maintenance therapy are discouraged unless clim jg&cated_ Investigators should contact
the medical monitor assigned to the project in of any proposed change to maintenance
therapy for study subjects; considerations d @‘made to subject drug compliance and other
factors in advance of making changes to @!ﬂtg'ﬁfnce therapy.

QO &

For restrictions relating to mnmﬂﬂméﬁ&&aﬁnns see Sections 3.1 and 3.2

5
5.4 Pharmacokinetics &gn
Not applicable. {‘2@
S
5.5 Pharmamd}}ﬁnics
O
Not applicable. QQ
>
5.6 Genetgg}
<
Not applicable. Q’f’
&
0
5.7 @iomarker analysis
-~
Not a; ble.
X
&
$
O
bG
o

&
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6 SAFETY REPORTING AND MEDICAL MANAGEMENT

The mnvestigator 1s responsible for ensuring that all staff involved mn the study 1s fanuliar with
the content of this section. 2

Severe asthma exacerbations will be considered study efficacy endpoints and will not be
reported as AEs unless considered an SAE. SAEs will be reported as per standard repnrtl@
gmdance. Associated symptoms of asthma are considered as symptoms of disease Im%a study
and will not be recorded as AEs unless considered an SAE. _g,

@

6.1 Definition of adverse events >

An AFE 1s the development of any untoward medical occurrence in a subjeﬁ;é\l‘ clinical study
subject adnunistered a medicinal product and which does not necess ve a causal
relationship with this treatment. An AE can therefore be any unfavo ﬂle and unintended sign
(eg, an abnormal laboratory finding), symptom (eg, nausea, chest I!j or disease temporally
associated with the use of a medicinal product, whether or not 'E.‘ 1dered related to the

medicinal product. P
The term AE 1s used to include both serious and Sera AFs and can include a deterioration
of a pre-existing medical occurrence. An AE at any time, including the screening
period, even if no IP has been adnunistered. Q/ @D

&

\
6.2 Definitions of serious qﬂire‘k@ event

An SAE 1s an AE occurnng during a@r({/ \}phase (1e, after the sipming of the informed

consent/assent through to the safety fol}6W-up visit), that fulfills 1 or more of the following
criteria: &
s Results in death Q_-%
e Is immediately life- tl]r@.temng
e Requires in-patient ]@ntahzatmn or prolongation of existing hospitalization.
¢ Resultsn pers.lsts(ﬂ or significant disability or incapacity
e Isa cnngmmk%nﬂrmahty or barth defect
e Isan me(E’&Jt medical event that may jeopardize the subject or may require medical
iﬂten'eﬂ@n to prevent 1 of the outcomes listed above
Q

ﬁlr.lﬁ%r gmdance on the defimtion of an SAE, see Appendix D to the Climical Study
Prc-t.ol@l
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6.3 Recording of adverse events @Q
6.3.1 Period for collection of adverse events {}‘S?
Adverse events and SAEs will be collected from time of signature of informed CDﬂSEﬂﬂHSSEﬂL(\@Q
through the safety follow-up period. \fa}

6.3.2 Follow-up of unresolved adverse events _ @{\D

Any AEs that are unresolved at the subject’s last assessment visit in the study are f@fgwed up
by the investigator for as long as medically indicated, but without further recnrd@' in the
eCRF. The Sponsor or a _Safety and Pharmacovigilance Departgfent
representative retains the right to request additional information for any m@t with ongoimng
AF(s)/SAE(s) at the end of the study (after the subject’s final study wmi{hnd capture that

information i the eCRF, if judged necessary. -h;l
L~
6.3.3  Variables &
The following variables will be collected for each AE: %&\
&
s  AE (verbatim). éz_k Q{}\
e The date when the AE started and stnppedoc.) {;b'
)
e Maximum severity &Q/ >
v
e  Seriousness ‘*

e Investigator causality rating agmé%]@ (yes or no)

e  Action taken with regard to IP &‘}Q

e  QOuicome rf

&
In addition, the following vari@-ﬁas will be collected for SAEs:

L O
e Date AE met cntma@r serious AE
e Date invest: atoréf?\game aware of serious AE
& s
¢ Reason why 1@3&]& 15 considered serious
. Treahnent&iben for the SAE
e Date ﬂﬁspltahz:aUM
. Dat%c% discharge
. E@%able cause of death.
. QDate of death.

&

Gd} Whether autopsy 1s performed.
. o s  (Causality assessment in relation to study procedure(s).
© ty Y P
,&‘Q‘
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e Causality assessment to other medication.
e Description of AE.

It 1s important to distinguish between serious and severe AEs. Seventy 1s a measure of in
whereas seriousness is defined by the criteria in Section 6.2. An AE of severe intensity neefnot
necessarily be considered serious. For example, nausea that persists for several hours m@? be
considered severe nausea, but not an SAE unless 1t meets the criteria shown in Sectl

the other hand, a stroke that results in only a limited degree of disabihity may be ¢ 1dered a
mild stroke but would be an SAE when it satisfies the critenia shown in SECHOI}\S’

The severity of the event should be assessed as mild, moderate, or severe. ﬁDQ

&
6.3.4 Causality collection .:F-"

The mvestigator and the Sponsor will assess causal relationship ba@een IP and each AE, and
answer “yes” or “no” to the question “Do you consider that ther&s a reasonable possibility that
the event may have been caused by the IP?” QG

&

A
For SAEs, causal relationship will also be assessedor Dor medication and study procedures.
Note that for SAEs that could be associated w1tl:(y_1y y procedure the causal relationship 1s

mmplied as “yes™. &QJ @D

A guide to the interpretation of the caus&?‘y &ﬁ&stmn 15 found i Appendix D of this Climical
Study Protocol.
& K

6.3.5 Deteriorations of asthm:&ﬁld severe asthma exacerbations

All severe asthma exacerbations \mn 5.1.1.3) must be captured on the eCRF. Deterioration of
asthma (Section 5.1.7) will be on the basis of symptoms as recorded by the subject in the
eDiary. Severe asthma exa tions will be considered expected study endpoints and will not be
reported as AEs unless th%h]su meet the criteria for an SAE (Section 6.2).

N
6.3.6 Adver se,s%’ents based on signs and symptoms

All AEs spnnlanecga%l}r reported by the subject or care provider or reported in response to the
open question gﬂn the study site staff: “Have you/ your child had any health problems since the

previous visif§ou (or your child) were last asked?” or revealed by observation will be collected
and recnr@ta m the eCRF. When collecting AEs, the recording of diagnosis 1s preferred (when
pnss.lb@uver recording a list of signs and symptoms. However, 1f a diagnosis 1s known and
therq-‘ﬁe other signs or symptoms that are not generally part of the diagnosis, the diagnosis and
E(Eeﬁ sign or symptom will be recorded separately.
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Asthma symptoms or signs, such as wheeze, cough, chest tightness, dyspnea, breathlessness, ;\.PQ
and phlegm_ will be recorded as AEs only when: \\(?
R
: . . o
e The sign or symptom is serious. o
\}(J

e  The subject discontinues IP due to the sign or symptom. W2

e  The sign or symptom 1s new to the subject or not consistent with the subject’s pre—ez;?shng

asthma history (defined as within 1 year of Visit 1) as judged by the investigatng}

@
o

6.3.7 Adverse events based on examinations and tests >
The results from the Chimical Study Protocol mandated laboratory tests, E@{; vital signs, and
other safety assessments will be summanzed in the Climical Study Repggt‘?Deterinratiﬂn from
baseline in these parameters should therefore only be reported as an Q}E if 1t fulfills any of the
AE critenia or 1s the reason for discontinuation of treatment with thﬁl? or 15 considered

“climcally sigmificant™. ¢
S

The critenia for determumng whether the mandated lelkt;arat@}tests? ECGs, vital signs, and other

safety assessments are climically significant and slgal @“repoﬂed as AFEs are generally:
O 0
e  Test result 1s associated with accom ' S@tnms or signs, and/or
e  Test result requires additional diagnﬂ@e@gg or medical/surgical intervention, and/or
e  Test result leads to a change in s Dg or discontimuation from the study, significant
additional concomitant drug t@or other therapy, and/or
e  Test result 1s considered to be an éﬁhy the mvestigator or Sponsor.
N

If deterioration 1n a laboratory vaﬁg': ECG, vital sign, or other safety assessment 1s associated
with climical signs and symptq§s, the sign or symptom will be reported as an AE and the
associated laboratory resullgi-tal sign will be considered as additional information. Wherever
possible, the reporting in@tigatnr uses the clinical, rather than the laboratory term (eg, anenua
versus low hemnglﬂbirﬁ?alue)_ In the absence of climical signs or symptoms, climcally relevant
deteriorations in mg%ndated parameters should be reported as AE(s).

Any new or aggrgfhted clinically relevant abnormal medical finding at a physical examination
as cnmpared‘o' findings at the baseline assessment will be reported as an AE.

L
638 , Hy’sLaw

Case%hﬁere a subject shows elevations in liver biochemistry may requuire further evaluation and
c-m@-rences of AST and/or ALT =3xULN combined and with TBL >2xULN may requure IP
1on/discontinuation and study withdrawal, and may need to be reported as SAEs. Please
bci?efer to Section 3.9 and Appendix E, Hy's Law for further mmstruction on cases of increases in
@ liver biochemustry and evaluation of Hy’s Law.
,t\‘Q
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6.3.9 COVID-19 Adverse Events ;QQ
For subjects experiencing signs and symptoms indicating respiratory infection. confirmatory %\&
testing for COVID-19 1s expected 1 line with national gmdelines. 2

Non-serious confirmed COVID-19 AEs will be recorded within the clinical database but S
additional information may be collected within the safety database and/or narratives as ‘:_?amed
It an SAE of COVID-19 infection is confirmed wia testing, 1t should be reported wil{@?&
diagnosis “COVID-19 confirmed” in the SAE report form. If COVID-19 infecticp?fs suspected,
symptoms (eg, cough, fever, etc.) should be recorded in the SAE report form l&ﬁl diagnosis is
confirmed. If test 15 not available and signs and symptoms, as judged by t!l&diwestigatm'. are

highly suspicious of COVID-19 infection, “COVID-19 suspected” shoul@e reported.
4

o
All SAEs in relation to COVID-19 shall be reported in line with the jq‘%mlctious for SAE

reporting described in Section 6.4. ﬂ@(\
o
6.4 Reporting of serious adverse events ;}é‘\
All SAEs have to be reported, whether or not consi @Ausally related to the IP or to the

study procedure(s). All SAEs will be recorded irb e i

O
. ) O :
It any SAE occurs in the course of the SflldK%Ql@VESTI gators or other site personnel should

inform_ Safety and Pharm 13_;6'3 1ce Department within 1 day 1e, immediately
but no later than 24 hounrs of when h?? s@)ecomes aware of it.
s

Should the eCRF system become uono@tioual_ SAEs shall be sent in paper form to:
<

O
_ Safety a:@lmlmamvigilmme Department works with the investigator to ensure
that all the nece:‘ism};\éﬁonnatiml is provided.
&
For fatal or life-@eatening SAEs where important or relevant information is missing, active
follow-up 1s \lfg?dertaken immediately.
)

hlvestig%o?s or other site personnel should mform the_ Safety and

Pharmp@gowvigilance Department of any follow-up information on a previously reported SAE
wit@n 1 calendar day 1e, immediately, but no later than 24 hours of when he or she becomes
e of it.

&

E}G
¥
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The Sponsor will also report to all applicable health authorities within 7 days of awareness for

a fatal or life-threatening reaction or within 15 days for a reaction neither fatal nor life- <§
threateming of any serious unexpected adverse drug reaction related to the drug which occurred ,Q'Q

during the study. G

6.5 Overdose b

For the purpose of this study, an accidental or deliberate intake of blinded treatment {'\nre

than 12 puffs during 1 day 1s defined as an overdose and must be reported as such gg-tescribed
below.
"Zl

All overdoses must be recorded on the Overdose/Medication Frror eCRF. A@&ssnmated AEs
should also be recorded as the AE diagnosis/symptom on the relevant AE,@E modules in the
eCEF. _::z;-

Investigators and the medical monitors will receive a safety mtiﬁqﬁn alert from the subject’s
eDiary on a daily basis from any subject whose dosage exceeds & puffs in a single day. Upon
receipt of alerts, the investigator will contact the subject to re@d them that they should not
take more than 12 puffs per day. If ndicated, the mvistlga@“nﬂ arrange an unscheduled climc
visit with the subject. 62 QQ

If an overdose occurs during the course of the §ud: ich has an associated SAE, then the
mvestigator or other site personnel will nf; Safety and Pharmacovigilance
Department immediately, or no later th@- lﬁml s of when he or she becomes aware of the
overdose. Q{_{, ‘b\-}

The_ Safety and P : c:!:’gi_lm:nc\\a- Department works with the investigator to
ensure that all relevant information g‘:pruvided to the _ Safety and

Pharmacovigilance Department r@ﬁresentat:we

For overdoses associated m@% SAE, the standard SAE reporting timelines apply, see
Section 6.4. Q
N

6.6 Pregna@n

All pregnancies @b outcomes of the pregnancy should be reported to the_ Safety
and Pharmacoggilance Department representative except 1f the pregnancy 1s discovered before

the study 5l§4%ct has recerved any IP.
'

S
6.6.1 52" Maternal exposure

If aé.‘ubject becomes pregnant during the course of the study, IP should be discontinued
1.@1ned1ately and “Pregnancy” recorded as the reason for discontinuation on the eCRF.

0

E}G
¥
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Pregnancy itself 1s not regarded as an AE unless there 15 a suspicion that the IP under study may @Q
have mnterfered with the effectiveness of a contraceptive medication. Congenital \\(?
abnormalities/birth defects and spontaneous miscarriages should be reported and handled as ,Q'Q
SAEs. Elective abortions without complications should not be handled as AEs. The outcome @Q’
all pregnancies (spontaneous miscarnage, elective termination, ectopic pregnancy, normal ba

or congenital abnormality) should be followed up and documented even if the subject waé\
discontinued from the study. &3\&\

If any pregnancy occurs in the course of the study, then the investigator or other s (;)e:rsnﬂnal

will inform the |l safety and Pharmacovigilance Department withigfX day ie,
immediately, but no later than 24 hours of when he or she becomes aware g{it. Any

conception occurring from the date of dosing through the EOS/PDV shﬂqﬁ)e reported.

The_ Safety and Pharmacovigilance Department will w&r{ﬁ with the investigator to
ensure that all relevant information 1s provided. >

£

o

The same timelines apply when outcome information 1s avai,l@e_
ﬂ\'

6.6.2 Paternal exposure Q‘!\ {}“S?

Pregnancy of a subject’s partner 1s not mnsidere@%é?an AE. However, any conception
occurring from the date of dosing through @)%@DV should be reported to the -
- Safety and Pharmacovigilance D @representatiw and followed up for its

O
outcome.
&S N
6.7 Medication error . QQ)
g\"‘?

For the purposes of this clinical s 2::1 medication error 15 an umntended failure or mistake in
the treatment process for the Spoudr’s IP that either causes harm to the subject or has the
potential to cause harm to the %ﬁect

&
A medication error 1s not @( of efficacy of the drug, but rather a human or process related
failure while the drug Lgﬁ control of the study site staff or subject.

O

““

Medication error i@udes situations where an error-
*b

. Occmred;)'z"

e Was uﬁmﬁed and mtercepted before the subject recerved the drug
. ‘%ﬁﬂt occur, but circumstances were recognized that could have led to an error

¥
S
\@amples of events to be reported in climical studies as medication errors:
E}G
o
.
,&‘Q‘
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¢ Dmg name confusion
e  Dispensing error eg, medication prepared incorrectly, even if it was not actually given to

the subject ~
e  Dmg not adnunistered as indicated, eg, wrong route or wrong site of admimistration \}5‘
e Drug not taken as indicated 6\,{9

e Drmg not stored as instructed eg, kept in the fndge when 1t should be at room tem&ature
* Wrong subject recerved the medication (excluding IWRS errors) (@

@
e  Wrong drug administered to subject (excluding IWRS errors) "«.@#
O
o
Examples of events that do not require reporting as medication errors in E@.‘lical studies:
A

o
L
e  Errors related to or resulting from IWRS-including those which$gad to 1 of the above listed
events that would otherwise have been a medication error &@
e Accidental overdose (will be captured as an overdose) é.\

o
e  Subject failed to return unused medication or en;‘nety %@ﬁagmg

e  Errors related to background medication, or S@dal:?of care medication in open-label
studies, even 1f 1t 1s a Sponsor’s product O {;b

Q&
AV. A%
Medication errors are not regarded as t&s may occur as a consequence of the
medication error. Q{_(, ‘b\-}
All medication errors must be recnrdedﬁqz’the Overdose/Medication Error eCRF. Any
associated AE should also be record&bg'as the AE diagnosis/symptom on the relevant AE/SAE
modules in the eCRF_If a medmaﬁ?n error occurs during the course of the study which has an
associated SAE, then the invesigeator or other site personnel will inform the
Safety and Pharmacovigilange artment immediately, or no later than 24 hours of when he
or she becomes aware nf@ medication error.

o~

The_ S-ﬁf:ty and Pharmacovigilance Department will work with the investigator to
ensure that all rela@_]t mformation 1s provided to the _ Safety and
Phannacnvigilaj:kc% Department representative. For medication errors associated with an SAE,
the mw%sﬁa reporting timelines apply (see Section 6.4).

'

6.8 \}f} Management of investigational product-related toxicities

In t£@§b5ence of a specific antidote, management of toxicities can be dealt with on the basis of

tg@'symptnms_

&

9
&
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7 INVESTIGATIONAL PRODUCT AND OTHER TREATMENTS ,;QQ
o3
7.1 Identity of investigational product(s) %&'
R
o

BDA MDI 1s formulated (Table 3) as both micromized budesomide and micromized albuterol Q
co-suspended with spray-dnied porous particles in a hydrofluoroalkane (HFA) propellant. ’[bb
co-suspension formulation ensures that subjects receive a consistent delivery of the drug &om

each actuation of the MDL .@Q
S
Ly
Table 3 Investigational Product Strength and Dosage Form _T_f:’
Investigational ,
product name and Product sirength Dusang:;‘:nf Fill Administrati Manufacturer
dose o
BDA MDI ‘&Q
BDA MDI 40 pg budesonide and : T as2
80/180 pg 90 pg albuterol per MDU120a 1ons % tions _
puff for
BDA MDI Ity
BDA MDI 80 pg budesonide and N Taken as 2
160/180 pg 90 pg albuterol per MDU/120 ac_m‘\at é actuations _
puff o Q'Q
AS MDI ) Q Taken as 2
AS MDI 180 pg 90 pg albuterol per W%@mhm actuations s
l]'[]ﬁa {3 :"{'-""
Addigimal s@idy medication
108 g albuterol </} Alljyterol (salbutamol
He ol K Alytero ( u_ o) Use as needed
Ventolin HFA® sulfate (90 pg ate inhalation furing screeni
albuterol base) as :mu\'v \aerosol. 200 puffs per iod 5
aerosol fmmulaﬁ* canister pert

Albuterol sulfate (zalbutamol sulfate) is a %gmv estigational medicinal product since it is taken as directed for
1

reversibility testing (Visit 1 and repeat Wigs
*Each puff contains 108 pg albutergl
® Table represents commercially a
commercially available Ventols

7.2

Investigational p:
normally take

te comresponding to 90 pg albuterol base per actuation
le Ventolin formulation for the United States, each country will utilize
that country, product strength may differ

Dose ag“g@h‘eatment regimens

a, if necessary) and as needed for symptoms during the Screening Period.

ct will be used in response to asthma symptoms as subjects would

reliever medication. If subjects take IP 1 advance of exercise for the

prevention qf@xercise induced symptoms, IP usage in relation to exercise will be captured

withjﬂth
fﬂ

1ary. No other reliever products will be used during the treatment period.

At raﬁamlzatmﬂ (Visit 2), adolescents and adults (aged =12 years) who meet the eligibility
cr@la will be randomly assigned to 1 of the following 3 treatment groups in a 1:1:1 ratio as
\@ever therapy on top of usual care. Children aged 4 to 11 years will be randomized ina 1:1
bcoratiu only to the lower BDA MDI dosage or AS MDI:
9
&
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e BDA MDI 80/180 pg (given as 2 actuations of BDA MDI 40/90 ng per puff) prn @Q
e BDA MDI 160/180 pg (given as 2 actuations of BDA MDI 80/90 pg per puff) prm 'Q\S?

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

&
S
Randomuzation for adolescents and adults will be stratified by age group (=12 to 17, 218}5\.@
region (North America, Western Europe and South Africa [Region 1] and rest of world{
[Region 2]); and number of prior severe exacerbations (1, >1) in the 12 months prm{&s
screequng (Visit 1plus any severe exacerbation event expenienced during the screqﬁilg period.

Randomization for children will not be stratified. 6*@

L
The maximum daily dosage of IP should not exceed 12 puffs per day and@jects will be
advised to contact the investigator if their symptoms necessitate more t@_] 8 puffs per day (see
Section 6.5 for overdose). (.\;;l

g
Handling instructions for the MDI device will be available for thgsite to train subjects and also

for the subjects to retain throughout the study. %&\

&
7.3 Labelling éf‘ Q&*
Labels will be prepared in accordance with Gog 7 acturing Practice (GMP) and local
regulatory gumdelines. The labels wall annex 13 requirements for labelling. Label
text will be translated into local language?(;) C;Sv

&
The subject will receive a kit contamng@d’2 @)I devices, individually wrapped 1n fo1l bags held
within a carton. The MDI devices prmx'z@ m this study and the packaging and labelling of the
kits are visually identical to maintain e blind. A kit will be dispensed for every 4 weeks of
treatment. Each kit will contain 1h§&)llnwiﬂg blinded labels:

e  Single panel camster la nglish only)

e  Single panel actuator @el (Umted States only) or multilanguage actuator booklet label
e MDI device shielddabel (single panel, English only)

e Foil bag label @ggle panel, English only)

@
e Single panef{arton label (United States only) or multilanguage carton booklet label

@

N

)
The lali}@%ﬂl mclude the following information:

. @I{g\me of Sponsor (Bond Avillion 2 Development LP — Clinical Development Company:

&% Avillion LLP)
>

bG
¥
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e Investigational product dosage form, route of admimistration, and quantity of dosage units
(blinded across all arms)
e  Storage conditions
e  Study Tnal Reference \}(‘?
o Medication ID number \fﬂ
e  Directions for use &
\

¢  The name of the investigator, where applicable (this will be added on the labe]@anuaﬂy
when the IP 15 dispensed) @.i':-

e  The period of use eg, expiry date O

The label will include the following standard statements: _{5“\

J
e  “For climical study use only™ (or the required local statementl@(\

e “Keep out of reach of children™ Q
;Q‘G

: QJ‘ '\”‘*(‘P
7.4 Storage o Q-Q
All TPs should be kept in a secure place under te
the carton specifies the appropnate stnrage,&{(/ Q{@

L
Temperature readings of the storage gifmum/maximum) should be recorded on every
working day at a minimum_ & v
&
&
The administration of all IPs wil] &€ captured in the subject’s eDiary dose indicator readings
and will be captured within priate sections of the eCRF. Data from the dose counter
will be compared with the sébject’s eDiary entries and any discrepancies will be used to help in
traiming the subject to a%@ately capture all IP adnunistration in the eDiary.
&

The subject will be a&®ed to record in their eDiary whether or not they have taken their
maintenance today via a yes/no question, which will be captured in the appropnate
sections of the 6@1{]: :

‘Q
7.6 q&cmuntahlllty

]%ﬂ:rruwded for this study will be used only as directed in the Clinical Study Protocol.

storage conditions. The IP label on

7.5 Compliance

?Ps will be returned to the approved study refurns vendor for destruction after accountability

¢fnd reconciliation 1s complete.

bG
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7.7 Metered-dose inhaler: handling and cleaning ;QQ
Detailed handling instructions will be provided to the site in the form of a “Site Manual” \“S?

document, which will cover all aspects of the trial with regards to IP. An “Instructions For Use”rf,QQ
document can be found in Appendix L., Metered-dose Inhaler Handling and Cleaning, fc-cus@\
on the IP MDI device. "\.

The importance of the device cleaming and priming requirements should be emphasizﬁ%\ﬂ
subjects. Device priming should not be conducted in the same room as spirometry gé8essments

are bemg conducted. @
S
7.8 Concomitant and other treatments o
&
7.8.1 Maintenance therapies ,S}
-

Inhaled corticosteroids (ICS)/LABA  LTRA, theophylline, and LA@_S are permutted to be used
as mamtenance therapy on study as specified m the inclusion m&% No subject can be on
>3 maintenance therapies. {\

During the study, subjects should maintain stable Qfﬁleu' maintenance therapies as
presented at screeming (Visit 1/1a, as applicable)_ gﬂg es to maintenance therapy are
discouraged unless clinically indicated in accaéﬁ th GINA gmdelines. Investigators
should notify the study medical monitors nﬂéﬂy to maintenance therapy for study
subjects; considerations should be made téht@t drug compliance and other factors in

advance of making changes to mamter@e ﬁrapy

Subjects receiving maintenance aller @%nmntherapy (AIT) are allowed to continue their
ATT; the imtiation of AIT during thQQﬂ!ldy 1s not allowed.

7.8.2 Medications that{g{‘:ﬂ\} affect reversibility and FEV1 testing

The medications presented mv?able 4 may affect reversibility assessments. Investigators should
notify the study medical itors of any change to maintenance therapy for study subjects. If
subjects have taken angyt the medications below within the timeframe indicated of the planned
reversibility test, th&'@st should not be carried out and the subject should return to perform the
reversibility testlgg'
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Table 4 Medications Restricted Time Limit Prior to any Lung Function Testing @Q
(reversibility and FEV1) ,\@@
Restricted time limit before lung function ,b'Q'Q
Medication testing &
SABA/Sponsor-provided Ventolin/Study 6 hours Kfﬂu
IP &
Inhaled LABA Y
Formoterol 12 hours @
Salmeterol 12 hours . '2%
Olodaterol 24 hours O
Indacaterol 24 hours FD‘
Vilanterol 24 hours S
LTRA 24 hours N
Theophylline twice daily 12 hours >
Theophylline once daily 24 hours ﬁé‘
LAMA 24 hours P
Abbreviations: [P=investigational product; LABA=10ng—acﬁ3¥2—§ﬁkjst LAMA= long-acting nmuscarinic
antagonist; LTR A=leukotriene receptor antagonist. QO @Q
. - O
7.8.3 Prohibited medications ,(*2/ ¢&
Prohibited concomitant medications du:r&%@ ™ mnclude:
&
e  Oral, parenteral, or rectal coﬂicug-mﬁ (except 1f required to treat severe asthma
exacerbation) éls“?(\

Any other asthma medication é&k’ept stable doses of mamtenance therapy taken at entry into
the study and provided by the“Sponsor
Inhaled disodium crom@cate or inhaled nedocromul sodium
5-hipoxygenase mmt@?s (1e, zileuton)
Inhaled shurt-actinﬁ}aﬂtichc-]iﬂergics (or short-acting muscarmic antagomsts [SAMA], 1e,
1pratropum) g“
Inhaled luﬂﬁ%ting anficholmergics (LAMA), except those that were started before
Screeﬂiu&ﬁnd continued as part of maintenance treatment (see inclusion criterion 4).
~, . e . :

Phus;@dlesterase mhibitors (1e, roflumilast)

S
(h@jzumab, benralizumab, mepolizumab, reshizumab, dupilumab, or any other
@nuclonal or polyclonal antibody therapy for any reason (intra-ocular adnunistration of

&@Qmonuclnnal or polyclonal antibody therapy 1s allowed)
e Beta?-adrenergic blockers including eye-drops (specific cardio-selective beta-blockers in

bG
¥

low daily doses, eg, metoprolol in doses up to 100 mg/d, are allowed)
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e  Systemic treatment with potent cytochrome P3A4 inhibitors (eg, ketoconazole, ;QQ
itraconazole, and ritonavir) \\(?
.?:,QQ
7.8.4 Other concomitant treatment \}E’}:‘
&

Medication other than that described 1n Section 7.8.1, which 15 considered necessary for tae
subject’s safety and wellbeing, including short-term concomitant treatment with prn]:u
asthma treatments to treat severe exacerbations, may be given at the discretion of tl]g@

mvestigator and recorded m the appropnate sections of the eCRF. @_p.
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8 STATISTICAL ANALYSES

8.1 Statistical considerations ,Q\‘*
All personnel mvolved with the analysis of the study will remain blinded until database lock \Q:?}Q
and 1dentification of Chinical Study Protocol violators. KQ}G

o
Analyses will be performed by the Sponsor or its representatives.

O
S
The IDMC will have access to unblinded data in closed sessions with an unbhnd@cl\ansuman
upon their request (see IDMC charter).

A comprehensive statistical analysis plan (SAP) will be prepared before t@‘st unblinded
analysis for IDMC and any subsequent amendments will be docmeﬂtecg%th final

amendments completed before the unblinding of the data. ‘5;1

L~
811  Estimands &
Three estimands are of interest in this study: 4\3&\

The primary estimand of interest 1s the efficacy esf o Dtlefined as the effect of the
randonuzed freatment 1n all subjects assuming c§p on of randomized treatment for the
duration of the study, regardless of actual us@al@ssmm’ng that maintenance therapy 1s not
changed. This estimand could be cnnsider@s g&hﬂe—nn—h‘eamt strategy or a hypothetical

strategy as defined in the draft Intemau@l @ference on Harmomzation (ICH) E9 addendum.
&

The second estimand of mterest 1s the utable estimand, defined as the effect of treatment m
subjects attributable to the randonuze@‘eatment assuming that maintenance therapy 1s not
changed. For this estimand, dlscon@aﬁﬂn of randomized treatment for tolerability or change
in maintenance therapy for lack isthma control is considered a negative outcome. This
estimand 1s a nuxture of comp@%e and hypothetical strategies as defined in the draft ICH E9

addendum.
G
Q

The third estimand of 'uﬂ%rest 15 the effectiveness estimand which 1s a combination of the
hypothetical and tgﬂlent policy strategies as defined in the draft ICH E9 addendum_ The
strategy 1s hypoth&¥cal in that the treatment effect will be estimated without including data post
the intercurrenggvent of discontinuation from randomized treatment. However, the strategy is
consistent E]B the treatment policy strategy in that the treatment effect 1s estimated wrrespective
of the oc.p"ﬁrance of the intercurrent event of a change in the mamntenance therapy.

The..@?lrlh estimand of interest 15 the de facto estimand, defined as the effect of a treatment

pﬁ regardless of changes in mamtenance therapy or premature discontinuation of
1zed treatment. This estimand 1s considered a treatment policy strategy as defined in the

O
3 draft ICH E9 addendum.

9
&
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8.1.2 Primary outcome analysis ;QQ

Primary outcome database lock (pDBL) will commence once all randomized adults (=18 years) \S?
have attended their EOS wisit at the PCD. The analyses of pnimary, secondary, exploratory and R
safety objectives will include all data up to the pDBL, which may mnclude data for children (4
11 years) who are still on-going in the trnial and have not yet completed the 24-week treatq‘l\eﬁ

o

eriod.
P o

xS
A final data base lock will occur after the pDBL, once all children have completed ﬁ EOS wvisit
and safety follow-up. @-{2’

L
Patient level listings of data for children who were on-going at the pDBL wi.ﬂ.%e reported at the
final database lock. No efficacy analyses will be conducted on data mllgqé?% following the
pDBL. N
-
S
8.1.3 Type 1 error control ‘«.@
Comparisons of BDA MDI 80/180 pg versus AS MDI and EI@%@I 160/180 pg versus
AS MDI for the primary endpoint, time to first severe exac(?atinn using the efficacy estimand,
erg

will be conducted using Hochberg’s step-up methn@ﬁ{(@ 1988).
O

The type-I error will be controlled for secon cﬁ."n@amt treatment comparisons via a
hierarchical testing procedure. The fﬂﬂnwm(éec endpoints will be tested under the

efficacy estimand in the following sequet@ cé&erj grouped by secondary endpoint:
O &
Annualized severe exacerbation rate Qg/ Q;ﬁ}
L
1. BDA MDI 160/180 pg vexsu;:@ﬁ MDI 180 pg
A

Jed
2. BDA MDI 80/180 pg v AS MDI 180 pg

&
o
Total annmalized dose of sytotemjc corticosteroid
K
3. BDAMDI 16-:}%@ pg versus AS MDI 180 pg
¥o)
4. BDA MDIR9/180 pg versus AS MDI 180 pg
&
b
Asthma Cnn@ Questionnaire-5 (ACQ-5) change from baseline responder analysis at Week 24
X
)
5. %@MDI 160/180 pg versus AS MDI 180 pg
N
¢SBDA MDI 80/180 pg versus AS MDI 180 pg
I

<
ﬁthma Quality of Life Questionnaire for 12 years and older (AQLQ+12) change from baseline

bcoresponder analysis at Week 24
o

&
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7. BDA MDI 160/180 pg versus AS MDI 180 pg
8. BDA MDI 80/180 pg versus AS MDI 180 pg Q@*

Statistical tests for the secondary analyses will be conducted at the 5% level of significance ¢§
(2-s1ded). Inference for a test in the defined order 1s dependent on statistical sigmficance

been achieved 1n the preceding tests, 1f this 1s not achieved then nominal p-values will l:;sg
provided. As per the pnimary analysis, comparnsons of BDA MDI 160/180 versus A&ﬁﬂ will
exclude the pediatric population, whilst compansons of BDA 80/180 versus AS will

mclude all ages. @
S
Statistical significance can only be claimed on the key secondary endpointg;ﬁ’ a statistically
significant treatment effect 1s observed on both BDA MDI 160/180 pg @DA MDI
80/180 pg versus AS MDI for the primary endpoint of time to first sevilfe exacerbation.

S
&
A sample size of 1000 adult and adolescent subjects per tea@nt group and observation of the
570 first severe exacerbation events provides this stugy widi' 87% power to observe a 25%
reduction in the risk of severe exacerbation with @as@dnse of BDA MDI versus AS MDI

assuming the Hochberg procedure (Hochberg ) @? multiple testing and a 2-sided
significance level of 5%. CI}Q’Q’@D

In addition, up to 100 subjects in the 4 @i} age group with moderate to severe asthma will
be randomized with approximately 5 j@s randomized fo the AS MDI group and

50 subjects randomized to the low dose @A MDI group only.
'K\l'
@

8.3 Definitions of ana \’k% sets

8.2 Sample size estimate

8.3.1 Full analysis set é&

The full analysis set (FAS)é‘deﬁned as all subjects who are randonmuzed to treatment and take
any amount of IP. Suhjeﬁwﬂ] be analyzed according to the treatment they were assigned at
randomization. Dfﬂ

'K\l'
All efficacy analﬁt; will be conducted in the FAS.

The effica ﬁ% attributable estimand will include all data obtained up to pDBL, before
subjects dstontinue randomized treatment and/or before a change in mamtenance therapy for
lack c-f\@:nmz control. The effectiveness estimand will utilize all observed data up to
randqgized treatment discontinuation, regardless of whether subjects experience a change in
enance therapy for lack of asthma control. The de facto estimand will utilize all observed
R ta, including postIP discontinuation data, regardless of a change in maintenance therapy.
bG
&
&
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8.3.2 Safety analysis set ;QQ

&

The safety analysis set 1s defined as all subjects recerving any amount of the IP. Subjects will be 'Q\
classified on the basis of treatment they actually received. If a subject receives more than 1 IP, R
he or she will be summarized according to the treatment the subject received the most. All &

safety summaries will be based on the safety analysis set. Kf:?}
o

54 Violations and deviations &:}D{‘\

L
Important protocol deviations will be listed and summanzed by randonuzed trea t group. A
per-protocol analysis excluding subjects with significant protocol deviations is&) planned.

<

All subjects who failed any inclusion/exclusion criteria will be listed along$¥ith details of the
failed criteria. This information will also be summarized in terms of the and percentage
of subjects failing any of the inclusion/exclusion critenia and wall begsﬁ'sed on the FAS.
Lo
o
8.5 Outcome measures for analyses o)
L
8.5.1 Primary efficacy analysis N

4
The primary analysis will include all data nhtainedtt&} t BL, before subjects discontinue
randonuzed freatment and/or before a change in Q%n ce therapy for lack of asthma control

and will use the FAS, in accordance with the@ﬂ@ estimand (Section 8.1.1).

D

8.5.1.1 Derivation of time to first ﬂ.@gsthma exacerbation

Time to first severe asthma exacexba%n@ﬂl be calculated as the time from randomization until
the start date of the first severe asthmaé&acerbatinn:
o=

"
Start date of first severe asthma e@erbaricm — Date of randomization (Visit 2) +1

J
Subjects not having any sev n thma exacerbation will be censored at the date of their latest

follow-up or EOS, for subjé2ts who discontinue IP/have a change in mamtenance therapy for
lack of asthma control, t§e earliest of either day of discontinuation or day there was a change to
maintenance therapg@fg

8.5.2 Secqﬁar}' efficacy analyses

The secnnd@%nalyses will mnclude all data obtained up to the pDBL, before subjects
disccnntimq%ndomized treatment and/or before a change in maintenance therapy for lack of
asthm@ntrol and will use the FAS, in accordance with the primary estimand (see

Sectjéh 8.1.1).
ES

N
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8.5.2.1 Derivation of annualized severe asthma exacerbation rate

For the production of summary statistics, the raw annualized severe asthma exacerbation rate

will be calculated according to the following formula: 2
‘Q‘
Annualized severe exacerbation rate=}, number of severe exacerbations*365.25/% ﬁnﬂaw—@
where the summations are over all subjects within a treatment arm. (e)
{.‘
For subjects who do not discontinue IP or do not receive a change in maintenance tl@?ap}r for
lack of asthma control, follow-up 1s calculated as: _p.
'Zl

[Date of latest follow-up or EOS] — [date of randomization (Visit 2)] — [curr@nve duration of
severe exacerbation(s)] + 1. 'Q.

qib

Otherwise, follow-up 1s calculated as the date of earliest occurrence &Felther IP discontinuation
or change i mamtenance therapy for lack of asthma control: >
£
L8]
[Date of IP discontinuation/change in maintenance therapy/ @fa'are of randomization (Visit 2)]
- [cumulative duration of severe exacerbation(s)] + 1. («;5"

8.5.2.2 Derivation of total systemic curﬁctgﬁu@%xpusure

Total systemic corticosteroid (SCS) expo as the total annualized dose will be
calculated for each subject as the sum of tl@ tive doses of corticosteroid divided by the
duration of time (years) the subject was@’ﬂ]%@udyj from randomization and up to treatment
discontinuation. & @

Each SCS will be normalized to the e@f’;\)otent dose of prednisone (mg) before calculating the

annualized total dose. ,i}
&

8.5.2.3 Derivation of Ast}gﬂa Control Questionnaire-5 variables

All 5 symptom questions a@‘bissessed on a 7-point scale (0=good control; 6=poor control). The

overall score 1s the mean@T the 5 symptom items. At least 4 out of the 5 symptom items are
needed to provide an 6‘&(}5 score.

>
The minimal i t difference (MID) in ACQ-5 score 15 estimated to be 0.5 (Juniper 2005).
On the basis ofzfhe MID, responders at Week 24 are defined as subjects achieving a decline
from base]j@‘%f at least 0.5:

i
. der: (Week 24 — baseline) <-0.5
QNnnrespnnder (Week 24 — baseline) >-0.5

0\}&

bG
¥
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Subjects who discontinue treatment for any reason or receive a change in maintenance therapy @Q
&

for lack of asthma control before Week 24 will be classified as nonresponders. Baseline 1s <§
defined as the most recent non-missing score before and including randomization (Visit 2). ,Q'Q
o

A simular analysis will be conducted at Week 12. This will be considered an exploratory \}(‘?
endpoint. 6\'@

L
Additionally, changes from baseline ACQ-5 overall score at Week 12 and Week 24 w@ be
LY

categorized into the exploratory 3-level factor: -5‘5’
e Improvement: (Week 24 —baseline) <-0.5 Q&@
¢ No Change: -0.5 < (Week 24 — baseline) <0.5 é‘:ﬁg
» Worsening: (Week 24 — baseline) >0.5 @@s‘l

The interviewer-admimistered version will be implemented for ¢lldren aged 4 to 10 years. As
the ACQ-5 1s not validated for children less than 6 years old,@ta for subjects who are 4 or 5
years of age will be excluded from the analyses of AQQ-3@ndpoints.

Q
8524 Derivation of Asthma Quality of LE&)Q{ﬁsﬁunnaire +12 and Pediatric Asthma
Quality of Life Questionnaire \.@a b}&
AL

o
As described 1n Section 5.1.2, there will i’i:e questionnaires for both adults and children.
Both sets of questionnaires will be m@dﬁ a simular manner.
s

AQLQ consists of 32 questions in 4 d@s and PAQLQ consists of 23 questions in 3
domains. Both are assessed on sepa:@' 7-pomnt Likert scales from 1 to 7, with hugher values
indicating better health-related quaty of life.

For overall health-related q Q%c-f life and for each of the domains, the MID has been
determined to be a change@ score of 0.5 (Juniper 1994). On the basis of the MID, responders at
Week 24 are defined as@@]_]ects achieving an increase from baseline of at least 0.5:

O
e Responder: (‘i'él@k 24 — baseline) =0.5
» Nonrespond$ (Week 24 — baseline) <0.5
&

0
LW
Subjects,@ga discontinue treatment before Week 24 for any reason will be classified as
nonre . Baseline 1s defined as the most recent non-missing score before and including
1zation (Visit 2).
@
Q.éb similar analysis will be conducted at Week 12. This will be considered an exploratory
3 endpoint.
N
,t\‘Q
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As the PAQLAQ 1s not validated for children less than 7 years of age, data for subjects who are ;\.PQ
aged 4 to 6 years will be excluded from the analyses of PAQLQ endpoints. \\(?
R
8.5.3 Exploratory analyses Ca
&

The exploratory analyses will include all data obtained up to the pDBL, before subjects ¢
discontinue randonized treatment and/or before a change in maintenance therapy for lac&;f
asthma control and will use the FAS, in accordance with the primary estimand (see - >

Section 8.1.1). (@

@
8.5.3.1 Derivation of deterioration of asthma variables &@
Time to first deterioration of asthma and the raw deterioration of asthma 1%@%1]1 be calculated
n a similar way as to tume to first severe asthma exacerbation (see Secﬁ.Q@'E.S.].l) and the raw
annualized severe asthma exacerbation rate (see Section 8.5.2.1). ‘%4@

L
8.53.2 Derivation of time to treatment discontinuation n&p%ange in maintenance

therapy for lack of asthma control &\
~

Time to treatment discontinuation or change in nmngrmx{@:ﬂ‘apy for lack of asthma control
will be calculated as the time from randomzati til@ earliest of treatment

discontinuation/change in maintenance therapy for of asthma control:

S

Date of IP discontinuation/change in main@%n,g&rhempy —date of randomization (Visit 2) +1
O
Subjects not having prematurely dis u@reatment or receiving a change in maintenance
therapy will be censored at the latest%il(tgéft—}up or EOS.
o

H\'
8.53.3 Derivation of Asthma gh@nh'ul Test responder variable
The MID in ACT score 15 esti to be 3 (Schatz 2009). On the basis of the MID, the

responders at Week 24 are defghed as subjects achieving an increase from baseline of at least 3:

o
e Responder: (Wes}@dt —baseline) = 3
=)

e Nonrespon (Week 24 — baseline) < 3
@
Subjects who disFontinue treatment for any reason or recerve a change in mamntenance therapy

for lack of 3@%& control before Week 24 will be classified as nonresponders. Baseline 1s
defined as@e most recent non-missing score before and including randomization (Visit 2).
S
&
5.3.@\} Derivation of other eDiary variables
¥

8.
Sgﬁ'gtum—free davs

N
bGQA symptom-free day 1s defined as the fulfillment of both of the following criteria:
b

&
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e A day and mght with no asthma symptoms (1e, asthma symptom score=0)
e A mght with no awakemings due to asthma symptoms

“As needed”-free davs o
\}(J
e An “as needed”-free day 1s defined as a day and nmight with no use of IP 6\.@
O
Asthma control davs (5}
@
An asthma control day 1s defined as the fulfillment of all of the following cﬁteﬁ@#
L
O
e A day and mght with no asthma symptoms (1e, asthma symptom 50:\@:0)
o
U
s
e A night with no awakemings due to asthma symptoms 4"?:;“
J
e A day and mght with no use of “as needed™ medication ﬂ@(\
o
8535 Inhaled corticosteroid exposure 4\3&\

Additional inhaled corticosteroid exposure from B]a&h?fowﬂl be calculated as the total daily
number of puffs of randonized treatment. OO R
L

Background maintenance therapy will be ca@?ﬁﬁ mto [low, medum, high] daily steroid
dose. Maintenance therapy categnﬁzaﬁa:éﬁlb& based on prescribed daily dose of
maintenance therapy steroids. QO &
& &
8.6 Methods for statistic a,galcﬁa lyses
@
All tests will be 2-sided and at 5% %1 of significance unless otherwise stated. Adjustment wall
be made using the Hochberg pnx@m‘e (Hochberg 1988) for the primary endpont treatment
COmpArisons. >
&

In addition to the anal cribed below, all variables will be summanzed descriptively

where appropriate. &
O

ﬂ\'
8.6.1 Aﬂﬂ]ﬁ of the primary variable

The primary am?j,rsis will target the efficacy estimand in the FAS population. The primary
variable, t:i@‘qn first severe asthma exacerbation, will be analyzed using a Cox proportional
hazards %@'essiﬂn model to compare treatment arms. The model will be adjusted for the

tion stratification factors (age group [> 4 to 11, >12 to 17, >18]); region (North
An@aca, Western Europe and South Africa [Region 1] and rest of world [Region 2]); and
qﬂ]bar of prior severe exacerbations (1, >1) mn the 12 months prior to screening (Visit 1) plus

G(ﬁny severe exacerbation event expenienced during the screening period and key covanates of
O interest with more detail to be provided in the SAP. The summary measure to compare

~
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treatments 1s the estimated hazard ratio which will be presented wath the corresponding 95%
confidence interval and p-value.
The planned treatment comparisons for the primary analysis are: '«Q\@
O
S

1 BDA MDI 160/180 pg versus AS MDI 180 pg (superionty, pnmary objective) 2
2 BDA MDI 80/180 pg versus AS MDI 180 pg (superionty, primary objective) D{‘\D

2
The comparison of BDA MDI 160/180 pg versus AS MDI 180 pg will exclude Qediat[ic
subjects (subjects aged 4 to 11 years) as they will not be randomized to BDA 160/180 pg.
For this analysis the age covanate will only have the 2 levels =12 to 17 and hﬁ However, the
primary analysis for comparison of BDA MDI 80/180 pg versus AS M])IEQU ng will mclude
subjects from all age groups. 4;5.}

Formally, the null and alternative hypotheses for compansons 1 ané‘z are:
&
L

o
o3
(‘;ﬁr

Hy: Hazard ratio (BDA MDI versus AS MDI);EIQ 'Q\\
O R
All subjects who are randomized and are part 1 &t]_l analysis set will be analyzed according
to the strata they were allocated to in IVRS sensitivity analysis will be conducted
based on subjects’ actual strata to assess WN of miss-stratification on the model results.

Hy: Hazard ratio (BDA MDI versus AS MDI)=1,

8.6.2 Analysis of the semndﬂ(g e‘ﬁmt} variables

Analysis of the secondary efficacy va@%\les will be on the FAS population. For all secondary
analyses the same treatment oompa,lfﬁns as for the primary analysis will be conducted (see
Section 8.6.1). Please see the lu ical testing strategy for secondary endpoints (see
Section 8.1.2). >

8.6.2.1 Severe astht@cexacﬂ'haﬁun rate

Analysis of severe asgﬂla exacerbation rate will target the efficacy estimand in the FAS
population. Aﬂnualﬁed severe asthma exacerbation rate will be analyzed using negative
binonual regres@n to compare treatment groups. The response varable mn the model will be
the number ogevere asthma exacerbations. The model will adjust for (age group [= 4to 11,

=12 to 17, 338]); region (North America, Western Europe and South Africa [Region 1] and rest
of worldfRegion 2]); and number of prior severe exacerbations (1, 1) in the 12 months prior to

tion) and key covariates of interest with more detail to be provided in the SAP.
¥

I
logarithm of the time at risk of experiencing an exacerbation will be used as an offset
GQ‘?aﬁable m the model. Time during an exacerbation or in the 7 days after an exacerbation will
1 q-.b not be included in the calculation. From the negative binonual model, the annual severe asthma
&
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exacerbation rates will be estimated, and the summary measure for the comparison of treatments
will be the estimated rate ratio which will be presented with the corresponding 95% confidence <§
interval and p-value. ,Q'Q

The raw annualized exacerbation rate will also be summanzed descriptively by treatment, u_ﬁ

the derivation described 1n Section 8.5.2.1. 6\'

8.6.2.2 Asthma Control Questionnaire-5 @D{\
The responder varniable described 1n Section 8.5.2 3 at Week 24 will be analyzed gstg
regression model to compare treatment groups. The model will be adjusted for
randonuzation stratification factors (age group [>= 4 to 11, =12 to 17, =18]); spgion (North
America, Western Europe and South Africa [Region 1] and rest of wc:rldgo}egmn 2]); and
number of prior severe exacerbations (1, >>1) in the 12 months prmr to \@'eemng (Visit 1) plus

]&g a logistic

any severe exacerbation event experienced during the screeming and key covariates of
interest with more detail to be provided in the SAP. From the loggsHic regression model,
treatment effects will be estimated by odds ratios and their co ding 95% confidence
mntervals and p-values. (‘;529

The exploratory endpoint for responder analysis a@e@ 2 and 3 factor categorization of
ACQ-5 (Improvement; No change; Wnrsemn%: gﬁ“@& 12 and Week 24 will be analyzed using

an ordinal logistic regression and adjusting qléal?]]j.lar covanates. Full details of these
analyses will be provided in the SAP. ?9 c&}sv

Analysis of change from baseline in @Q@?We&k 24 will target the efficacy estimand in the
FAS population. The treatment effect @hange from baseline mn ACQ-5 will be estimated
using a repeated measures analysis. é@data up to Week 24 will be included in the model, with
terms for treatment, visit, treatm visit, and baseline ACQ-5. The model will also be adjusted
for the randomuzation stratificafaan factors (age group [= 4 to 11, =12 to 17, =18]); region
(North America, Western Eur@pe and South Africa [Region 1] and rest of world [Region 2]);
and number of prior seve:rsz@xacerbatiﬂns (1, >1) 1n the 12 months prior to screemng (Visit 1)
plus any severe exacerbaffon event experienced during the screening period and key covariates
of interest with morg detail to be provided in the SAP. Visit will be fitted as a categorical
variable, and the v@anre—mvariance matrix will be assumed to be unstructured. If the
procedure does ot converge, then a compound symmetric varance-covariance matrix will be
used instead vﬁls model will be used to give an overall assessment of the treatment effect as
well as QSQQconﬁdence intervals.

&
baseline will also be described descriptively for all study visits, ncluding the EOS

ﬂsiﬂPDV and the safety follow-up telephone contact.
G(ﬁ] all the scenarios above, baseline 15 defined as the most recent score before and including
b randommzation (Visit 2).
,Q@‘
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8.6.2.3 Asthma Quality of Life Questionnaire +12 and Pediatric Asthma Quality of ;\.PQ
Life Questionnaire . (?’

\"\
The responder analysis will be conducted in the same way as ACQ-5 (Section 8.6.2.2). The ,éQ'Q
exploratory endpoint for responder analysis at Week 12 will also be analyzed in a simular w:-1§§‘

&
The domain scores as well as the overall scores are calculated from the unweighted aritl]r&tic
means of the individual question scores. The treatment effect for change from baselin@'ﬁ
AQLQ+12 and PAQLQ overall scores up to Week 24 will be estimated in the sam%ﬁ‘?ay as
ACQ-5, using a repeated measures analysis. @-15'
L

Change from baseline will also be described descriptively for all study visi Dcludjn.g the EOS

151t/PDV and safety follow-up telepho tact fi h of the domaing}#nd the overall
V151 an ety tollow-up telephone con or each o ommj?g?ld e ov
scores. R

J
In all the scenarios above, baseline 1s defined as the most recent s‘?é\e before and including

randomuization (Visit 2). {\G
")
. . . X
8.6.2.4 Total systemic corticosteroid exposure e\ %(‘P
The total systemic corticosteroid exposure as to dose of SCS (mg/year) will be
presented descriptively by treatment. A comparson @ total annualized SCS dose between

BDA MDI 80/180 vs AS MDI 180 and EDA\ X60/180 vs AS MDI 180 will be analyzed
using a Wilcoxon rank sum test and assntétbdcéb(ralues will be presented along with the
descriptive summary. *’{9 §

s
Additionally, the total SCS exposure W@E summarized descriptively as the total number of
days with SCS treatment due to asihgg’fnr all subjects. A similar descriptive summary will be
done for all subjects who adnﬁnis@d at least 1 dose of SCS durning the study.

J
8.6.3 Analysis of sa%@? variables
The safety analyses will yfQlude all data obtained before subjects discontinue randonuized
treatment and will use )& safety analysis set.
O
ﬂ\'

8.6.3.1 Ad‘recl:& events

Adverse emt@:,%ll be summarnized by treatment group, system organ class and preferred term
assigned tné}ﬁ event by the Medical Dictionary for Regulatory Activities. Adverse events will
also be lflgfé‘d for each subject.

>
S.ﬁéﬁ\ Vital signs
@nge from baseline throughout the study will be assessed for resting pulse and blood

bc(ﬁressm‘e_ Measurements should be taken in the sitting position after at least 10 munutes of rest.
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Baseline 15 defined as the most recent non-missing measurement before and including ;\.PQ
randormzation (Visit 2). \\(?
8.6.3.3 Clinical chemistry and hematology ,éQ'Q
Climical chenustry, hematology; and morning serum cortisol assessments will be summznz@
treatment group and Visit and will also be listed by subject. 6\.{9

AN
Baseline 15 defined as the most recent non-missing measurement before and includiﬂ(;'@g
randomization (Visit 2). _g;
@
8.6.3.4 Concomitant medication t;"}

L
The number and percentage of subjects who take allowed conconutant meq@atiﬂﬂs? and those
who take disallowed concomtant medications during the study, will bqﬁ‘esented by treatment
-

group.
S
8.6.4 Analysis of exploratory variables S
L
The treatment companisons in the secondary analyses g;iverg_ﬁﬂw are compared in the same
way as the primary analysis. Q—k 'Q\\
O R
8.6.4.1 Deterioration of asthma O Qrz,.

Q
Annualized deterioration of asthma and tu:ué?d ﬁﬁ\ deterioration of asthma will be analyzed in
. ) - . .
the same way as the time to first severe aséfu&xacexhahﬂn (Section 8.6.1) and annualized
severe asthma exacerbation rate (Sectiga)*s.@2.1).
(sect o &)

8.6.4.2 Prebronchodilator FEV: QQQ)

@

The treatment effect for change ﬁmgﬁase]iﬂe m FEV; (mL) will be estimated using a MMRM
analysis. FEV; data from all vist to Week 24 will be mcluded in the model, with terms for
treatment, visit and treatmenﬂﬁsﬂ with baseline FEV; included as a covariate. The model wall
be adjusted for the randnm@:inn stratification factors (age group [>4 to 11, =12 to 17, =18]);
region (North America,ﬁstem Europe and South Africa [Region 1] and rest of world
[Region 2]); and n%@l‘ of prior severe exacerbations (1, >1) in the 12 months prior to
screequng (Visit 1) pluis any severe exacerbation event expenienced during the screening period
and key covanafépof interest with more detail to be provided m the SAP. Visit will be fitted as
a categnrical@iable, and the vanance-covariance matrix will be assumed to be unstructured. If
the procedus® does not converge then a compound symmetric variance- covariance matrix will
be used g&wd_ This model will be used to give assessments of the treatment effect as well as
95% gQiifidence intervals at Week 12 and Week 24.

L

I
line 15 defined as the most recent non-mussing measurement before and including

G()?andomizatinn (Visit 2).
>

o
&
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8.6.4.3 Morning peak expiratory flow

The mean value of change from baseline in morming PEF data during treatment will be analyzed <3
by analysis of covanance with treatment as a factor and, baseline morning PEF score as a ,b'_Q
continuous covariate. The model will also be adjusted for the randomization stratification &
factors (age group [> 4 to 11, =12 to 17, =18]); region (North America, Western Europe a‘t{cﬁ}
South Africa [Region 1] and rest of world [Region 2]); and number of prior severe {.\
exacerbations (1, >1) m the 12 months prior to screening (Visit 1) plus any severe ex@rbatmn
event experienced during the screening period and key covariates of interest with rgbre detail to
be provided m the SAP. The summary measure for the comparison of treatmemﬁll be the
estimated mean difference, presented with the corresponding 95% mﬂﬁdeucgdﬁtewal_

L
O
db

O
Additionally a repeated measures analysis will be conducted and wall be@i‘titiﬂned mto
4-weekly time intervals across the randomized treatment period. The agilysis model will
additionally include time pomt and treatment*time point as factors 'ﬁ@d associated p-value.

Change from baseline in mormng PEF will also be summznzeégr each subject by treatment
group using summary statistics. N

2\ ‘\~$‘F
For all scenarios above, baseline morning PEF 1s Ms the average during the 10 days prior
to randonuzation (Visit 2) duning min-in. Mm%%‘]}’ﬁw will be captured via the eDiary.

-0
S
8.6.4.4 Other eDiary variables ({} :‘51?
O
Evening PEF, reliever therapy use, as ?‘@ptnms (day, might, and total), mght-time
awakenings due to asthma symptomsy om-free days, “as needed”-free days and asthma
control days will be analyzed in the saéi:é\wajr as the morming PEF.
NI
Baseline 15 defined as the average@ring the 10 days prior to randomuzation (Visit 2) during
run-in. D
>

8.6.4.5 Time to treat ﬁt discontinuation or change in maintenance therapy for lack
of asthma ﬁi’iﬂl
9

Time to treatment drsbbntinuation or change 1 maintenance therapy for lack of asthma control
will be analyzed the pnimary analysis described in Section 8.6.1.
b

8.6.4.6 Asﬁnna Control Test

The AC”J{C ACT will be summanized as per the secondary analysis of change from baseline and
re;pog@ analysis in ACQ-5 in Section 8.6.2.2.

?me 15 defined as the most recent non-missing score before and including randomuzation
1sit 2).
S
o
&
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8.6.4.7 Inhaled corticosteroid exposure @Q

Inhaled corticosteroid exposure as mean daily number of puffs of randomized treatment will be \S?
summarized descriptively. Additionally, descriptive summarnies of the main daily number of ,éQ'Q
puffs will be further broken down mto subgroups of background maintenance therapy &
prescribed use of [low, medium, lugh] daily dose. fa}

&

AN
'-;':&\D
The assessment of freatment effect will be investigated m the stratification Vﬂl‘iﬂb_l?%ﬂd other
chinically important subgroups and will be defined in more detail in the SAP. | @

8.6.5 Subgroup analysis

Q&
9
&

8.6.6 Sensitivity analysis 0

J
8.6.6.1 Tipping point analysis ﬂ@(\
Multiple imputation tipping point analysis under the nmuissing n@t%t random assumption will be
conducted. For subjects in the BDA MDI groups, this methggFwill impute missing values post-
study discontinuation/change in maintenance for lagk of 3 control assuming they were
more likely to have a severe asthma exacerbation.@eng$han as implied under the missing at
random assumption. The tipping point analysigvil \@k at by how much the event rate would
need to mcrease for the result to become nc:ﬂéigl;tﬁtant_ The full details of the analysis will be

specified in the SAP. &
8662  Attributable estimand & ¢3§
Analysis of the attributable estimand “@%e conducted using data obtained before subjects
discontinue randomized treatment m{ﬁﬁr before a change in mamtenance therapy for lack of
asthma control and will use the F@ However, the data that 15 nissing due to randommzed
treatment discontinuation andfas\l change 1n maintenance therapy will be imputed on the basis
of the 95th or 5th percentile@ﬁhe AS MDI pm distribution if the reason 1s reasonably
attributable to tolerabili @ lack of control. The 95th percentile would apply to an endpoint for
which a higher value isg’Worse outcome while the 5th percentile would apply to an endpoint for
which a higher valyed2 a better outcome. More detail about the computation of the attributable

estimand will be p#dvided in the SAP.
¥

3.6.6.3 @:ﬁ%cﬁ‘rmess estimand
9]
Analysis,\d'}‘the effectiveness estimand will be conducted in the FAS in which all observed data

will 1zed regardless of whether subjects experience a change in maintenance therapy for
la asthma control.
&
$
O
bG
o

&
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8.6.6.4 De facto estimand
Analysis of the de facto estimand will be conducted on the FAS in which all observed data will

be utilized, regardless of whether subjects experience a change 1n maintenance therapy or are ,Q'Q
discontinued from randomized study treatment.

L
@
db

Oc‘?‘
8.6.6.5 COVID-19 pandemic impacts "\.fg

As the tnal 1s on-going during COVID-19 pandenuc, 1t will be necessary to evaluate a@
potential intercurrent events due to COVID-19 and quantify thewr impact on the eﬂ@cy and
safety profile of the study IP. g@%}
As a mumimum, the number of missed visits, premature withdrawals, and e:fggl?'cy assessments
not conducted will be summarnzed descriptively by treatment group anda@ra]l across treatment
groups. Where approprnate, the subject level data for missed visits andﬁsesments will be listed
along with the corresponding link to COVID-19, as recorded in the ‘$€RF It 1s not anticipated
that missing data and premature withdrawals due to COVID-19 vqﬁ be related to randommzed
treatment. Therefore, nissing data due to COVID-19 will be amwd missing at random 1n
accordance with the efficacy estimand. If further sensitivity gfalyses are deemed necessary
following a blinded review of missing efficacy due 19, further details will be
provided in the SAP, prior to database lock and @%@

L

Sinularly, as a mimmum, the number of sch@e@?fety assessments missed due to COVID-19
will be summanzed descriptively by trea t@%up and across treatment groups. Subjects with
suspected or confirmed diagnosis of C , and/or COVID-19 related AEs and SAEs will
be summarnized descriptively. Subjecﬁevsgmsuﬂgs of missed scheduled safety assessments and
COVID-19 related (S)AEs will be listag®
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9 STUDY AND DATA MANAGEMENT ,;QQ
9.1 Training of study site staff ,Q\‘S?

R

Before the first subject 1s entered into the study, a designated representative will review and Q"?.r
discuss the requirements of the Clinical Study Protocol and related documents with the fa}ﬁ
mvestigational staff and also train them in any study specific procedures and the Rave WBEDC
system(s) utilized. &,}0{\

The mnvestigator will ensure that appropriate traiming relevant to the study 1s gweﬂj:g:‘):\ all of these
staff, and that any new information relevant to the performance of this study is{gl'warded to the

staff involved. QD

)

)
The mvestigator will maintain a record of all individuals mnvolved in tb%ﬁ]dy (medical,
nursing, and other staff). ‘5;:‘

L~
o
9.2 Monitoring of the study S
N
During the study, the Sponsor or a designated representatived¥ill have regular contacts with the
study site, including visits to- Q—k 'Q\\
S &
e Provide information and support to the imé %ar(s)
. . & S

e Confirm that facilities remain acceptable™’ AP

i

e  Confirm that the investigational teasftl's ering to the Clinical Study Protocol, that data
are being accurately and timely mm the eCRFs, that biological samples are handled
in accordance with the Laboratory l@uual? and that IP accountability checks are being

o

performed \é."

e  Perform source data verificaty ﬂ(a comparison of the data in the eCRFs with the subject’s
medical records at the hospgal or practice, and other records relevant to the study)
mcluding verification ofj¥formed consent/assent of participating subjects. This will requure
direct access to all un@uﬂ records for each subject (eg, clinic charts)

 Ensure all SAEs agPAEs have been captured and reported correctly, providing oversight of
subject safety Vgﬂe on study

e  Venfy the c?éct storage, handling, dispensation, and return of all IP
e Ensure @dﬁrwal of informed consent/assent to the use of the subject’s biological samples
is repogid and biological samples are identified and disposed of/destroyed accordingly, and

the @gﬂn 1s documented, and reported to the subject

{‘3}

L.
designated representative will be available between visits 1f the investigator(s) or other staff

J the center needs information and advice about the conduct of the study.
bG
o
&
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2.21 Source data

Source documents provide evidence for the existence of the subject and substantiate the

mntegrity of the data collected. Source documents are filed at the investigator’s site. >
o~
O

Data entered 1n the eCRF that are transcribed from source documents must be consistent w@

the source documents or the discrepancies must be explained. The investigator may need

request previous medical records or transfer records. Also, current medical records ml.é\be

available.

Definition of what constitutes source data can be found in the Source Data A%e‘z'ment? agreed
with each mvestigator before site imtiation.

9.2.2 Study agreements 4;5.}

The mvestigator/participating center should comply with all the ter@g conditions, and
obligations of the Clinical Study Protocol, or equivalent, for thig§tudy.

<
Clinical Trial Agreements with the investigator/participating®¥enter should be in place before
any study-related procedures can take place, or suby g enrolled.
S

9.2.3 Archiving of study documents o

QP
The mnvestigator follows the principles nut@gﬂ.' Climcal Trial Agreement.

O

9.3 Study timetable and @-{}Sé\stud}'

All randomized subjects who do not pr@%lurely discontinue will have a minimum of 24 weeks
of treatment. The study treatment pe&@ will continue (extension phase) until the required 570
first severe exacerbation events, ag@efined per protocol, have been reached; and the last subject
has completed 24 weeks of Irea@ent- The EOS wvisit will be planned once the 570 first severe
exacerbation events occur. Iff%ubject’s treatment is >24 weeks then the subject’s EOS visit
will occur at their next Sd@lﬂed clinic visit. Once the PCD has been reached, any ongoing
subject =24 weeks will to complete their EOS visit at their next scheduled climic visit.
The safety follow-up@lephone contact will occur 2 weeks (+4 days) after EOS or PDV, if
applicable. The er@:bf the study 1s defined as “the last visit of the last subject undergoimng the
study™. Ng

‘OEJ
The study be termunated at mndividual centers if the study procedures are not bemng
performgi} according to Good Clinical Practice (GCP), or if recruitment 1s slow. The Sponsor
may @ terminate the entire study prematurely if concerns for safety arise within this study or
in @?y other study with BDA MDL

N

b°°
&
,@
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9.4 Data management ;QQ
Data management will be performed by the Data Management Team at _ %\&
according to the Data Management Plan 2

o~

O

The data collected through third party sources will be obtained and reconciled against studyy”
data. Data from third parties will be transferred in accordance with data transfer speciﬁ{i\zﬂﬁ}"oﬂs

and reconciled in accordance with the Data Management Plan. &9\0
LY

Adverse events and medical/surgical history will be classified according to the t @ logy of
the latest version of the Medical Dictionary for Regulatory Activities at the tinge of database
lock. Medications will be classified according to the World Health Organi: Drug
Dictionary. All coding will be performed by the Medical Coding Team 3t
4
Data queries will be raised for inconsistent, impossible, or missing g\a{g All entries to the study
database will be available in an audit trail ‘«.@
o
The data will be validated as defined in the Data Manageme@lan_ Quality control procedures
will be applied to each stage of data handling to ensuye data are reliable and have been
processed correctly. The Data Management Plan @ a]@ clanfy the roles and responsibilities
of the various functions and personnel iﬂmlve%ﬁa? %Qﬁata management process.
Serious adverse event reconciliation cf}Q’ ¢§
Serious AE reconciliation reports are pr@c@nd reconciled with the app]icable-
- Safety and Pharmamﬂgilanc@ep@nent safety database and/or the mvestigational
site. . QQ)
X

Management of external data a}:g'

Data Managem 11l set up import agreements with third party data sources, to
ensure external data is integratgd in line with applicable data standards.

Primary outcome datab ﬁnck

When all requared 570 &Qt severe exacerbation events have occurred and the last adult subject
has completed 24 Vg&s of treatment and safety follow-up, the data cleaning should be
completed for thgtrimary outcome database lock. Database lock will occur once all data have
been coded, vag&ated, signed, and locked, and clean file has been declared. Data will be

unblinded s&ﬂe primary outcome database lock.
'
Final tﬁ‘;i']hﬂﬂe lock

Thestudy treatment period will continue for children (4 to 11 years) and adolescents (12 to
) who have not completed 24 weeks of treatment by the time of the primary outcome

bﬁ(ﬁatabase lock. The safety follow-up telephone contact will occur 2 weeks (+4 days) after EOS

9
&
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or PDV, if applicable. Database lock will occur once all data have been coded, validated, ;@Q
signed, and locked, and clean file has been declared. \\(?
R
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10 ETHICAL AND REGULATORY REQUIREMENTS ;QQ
10.1 Ethical conduct of the study ,Q\‘S?
R

The study will be performed in accordance with ethical principles that have their origin in tl:le\Q\f?':r
Declaration of Helsinki and are consistent with ICH/GCP and applicable regulatory fa}ﬁ
requirements. 6\-

$
10.2 Subject data protection ('5‘-‘*

@
The informed consent/assent form will incorporate (or, in some cases, be acoomﬁjed by a

separate document incorporating) wording that complies with relevant data prﬂ?(‘ecﬁun and
privacy legislation. ﬁDQ

‘b‘

Subjects will be assigned a unique 1dentifier by the Sponsor. Any suhj.@t records or datasets
that are transferred to the Sponsor will contain the identifier only; s@ect names or any
information which would make the subject identifiable will not @%ﬂﬂsfﬂr‘red Subjects must be
informed that his/her personal study-related data will be used & the Sponsor i accordance with
local data protection law. The level of disclosure must also 8¢ explained to the subject. Subjects
must also be informed that his/her medical recnrds@‘y @examj.ned by study momtors, clinical

quality assurance auditors, or other authorized p@uugappniﬂted by the Sponsor, by
appropriate EC members, and by inspectors i@l r@atnry authornties.

10.3 Ethics and regulatory IQG‘& w}

An EC should approve the final Chn@’ﬂtﬁy Protocol, including the final version of the
informed consent/assent form and any @r written information and/or matenals to be provided
to the subjects. The investigator mlL@!sm‘e the distribution of these documents to the applicable
EC and to the study site staff. {Q@

Q)
The opinion of the EC should &% given i writing. The mnvestigator should submut the written
approval to the Sponsor ﬂrqﬁignated representative before enrollment of any subject into the
study. \}Q

The EC should app@’cfe all advertising used to recruit subjects for the study.

The Sponsor oﬁ}“l“bs@nated representative should approve any modifications to the mformed
cnnsenﬂassa@fﬂrm that are needed to meet local requirements.

I_'E'reqm@ by local regulations, the Chinical Study Protocol should be re-approved by the EC
annqéﬁ’y

I
qf:re enrollment of any subject mto the study, the final Clinical Study Protocol, mcluding the

XY version of the informed consent/assent form, 1s approved by the national regulatory
&

&
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authority or a notification to the national regulatory authority 1s done, according to local ;\.PQ
regulations. \\(?
R
The Sponsor or designated representative handles the distribution of any of these documents to o
the national regulatory authorities. \}(?
&
LN
The Sponsor or designated representative will provide regulatory authornties, ECs, and QD
mvestigators with safety updates/reports according to local requirements. ,_l,:,\D
LY
@

10.4 Informed consent/assent g.'?

L
The mvestigator(s) at each center will: QD

ﬁD

e Ensure each subject and/or parent/legal representative (as app]icab]é&z{s given full and
adequate oral and wntten information about the nature, pmpose,_@ﬁssible risks, and benefit
Lo

of the study ‘«.@

e Ensure each subject and/or parent/legal representative 1s ne&ed that they are free to
discontinue from the study at any time N

e  Ensure that each subject and/or parent/legal Wfive is given the opportunity to ask
questions and allowed time to consider the 1 provided

e Ensure each subject and/or parent/legal Qtive provides signed and dated informed

consent/assent before conducting any é’)ce@&e specifically for the study

e  Ensure the ongimal, signed mform oﬁ%ﬂassent form(s) 1s/are stored in the
mvestigator’s study file & v

e Ensure a copy of the signed mfongﬁ consent/assent form 1s given to the subject

e  Ensure that any incentives for sﬁects who participate in the study as well as any
provisions for subjects as a consequence of study participation are described in the
informed consent/assent fgifin that is approved by an EC

$
10.5 Changes g.rqthe clinical study protocol and informed consent/assent
form O

o
Study pmce(mr%%i]l not be changed without the mutual agreement of the international

cmrdinatiﬂg,@estigatnr and the Sponsor.
LW

)
If there ag®any substantial changes to the Clinical Study Protocol, then these changes will be
dmng@tﬂed mn a new version of the study protocol.
¥

Snew version of the Clinical Study Protocol 1s to be approved by the relevant EC and 1f

licable, also the national regulatory authority, before implementation. Local requirements
&P are to be followed for new versions of Clinical Study Protocols.
&

&
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The Sponsor will distribute any new versions of the Climieal Study Protocol to each @Q
mvestigator(s) for distribution to EC see Section 10.3. \\(?
R
R

If a change to a Climical 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 nofification to the national regula
authority 1s subnutted where applicable for) the revised informed consent/assent form befcu)f@ the
revised form is used. _ D{\

2
10.6 Audits and inspections _gr(\
Authorized representatives of the Sponsor, a regulatory authonty, or an EC matgperfnrm audits
or mspections at the center, including source data venification. The purpose §f an audit or
mspection 15 to systematically and mdependently examine all study—relat@}acﬁviﬁes and
documents to determine whether these activities were conducted, data ﬁre recorded, analyzed,
and accurately reported according to the Climical Study Protocol, G@'&?, gmdelines of the ICH,
and any applicable regulatory requirements. The mvestigator wi ®ntact the Sponsor
immediately if contacted by a regulatory agency about an ms§s on at the center.

o~
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Bond Avillion 2 Development LP

Budesonide/albutercl (BDA) — AV003 08 Apnl 2021
12 SUMMARY OF CHANGES 15;..0(\
&
-
12.1 Changes made to Version 3.0 ,Q'C}
O
Section Changes made to Version 3.0, 21 July 2020 to §
develop global amendment, Version 4.0, G_;}
08April 2021 ®)
Q
Cover page/Version History Date and version changed; updated sponsor s5;
brief summary of amendment added. @-i"-"
A
Chimical Study Protocol Synopsis | Updated the estimated date of last sugect completed
from Q3 2021 to Q1 2022. A
r??\
Clinical Study Protocol Synopsis | Clarification that up to 100 sulyjects in the 4 to 11-year
3.3 Subject enrollment and age group with moderate tué\vere asthma will be
randomization; randomized. &
8.2 Sample size estimate @0
Chimical Study Protocol Synopsis | Clanificat e heatmeﬂt period will continue
1.2 Rationale for study design, until the subject has completed 24 weeks of
doses, and control groups, treatm Q"}Q
1.4 Study design; Q Qv
Table 1, footnote ¢; Q?h ,\@D
4 2 Randomization/treatment Qg’ iﬁ}
period/extension phase ;\.}(\Q’
e
Chimical Study Protocol Synnpsis & Clarification that pediatric subjects will continue until
{Q‘ 24 weeks of treatment have been reached for each
Q‘% pediatric patient, defined as the final completion date_
Clinical Study Protocol Syq8psis; | Clarification that the primary efficacy analysis will
8.5.1 Primary efficacy ysis mclude all data up to the PCD.
S5
Chimical Study Prq@pc-l Synopsis; | Clanfication that the secondary efficacy analysis will
8.5.2 Secondary ﬁicacy analyses | Include all data up to the PCD.
C'n-
12 Ranonq?)fur study design; Clanfication that not all pediatric subjects will have
doses, a]:@contrgl groups; 24 weeks of treatment at time of PCD.
148 design
:?Q
S
$
O
bG
9
&
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heading numbez@ng updated) their EOS visit at the PCD. The analyses of primary,
E;) secondary, exploratory, and safety objectives wall
&‘0 include all data up to the pDBL, which may include
& data for clildren (4 to 11 years) who are still on-gomng
5 m the trial and have not yet completed the 24-week
@6‘\,@ treatment period.
<
O
E}G

9
&

Clinical Study Protocol, Version 4.0
Budesonide/albuterol (BDA) — AV003

Bond Avillion 2 Development LP
08 April 2021

Section

Changes made to Version 3.0, 21 July 2020 to
develop global amendment, Version 4.0,
08April 2021

.

3.1 Inclusion criteria #6

Clanfication that subjects aged =12 years of age mus%buq
demonstrate reversibility at Visit 1. S

&
Added the following sentence: Subjects aged ¢3?:|
11 years of age will perform the reversibilig€test, but
do not require demonstration of reversibjy during
Visit 1 and may enroll, provided ed historical
reversibility within 1 year 1s availaBl” Subjects aged
4 to 11 years who previously fas &Y inclusion criterion 6
will be permutted to rescreen. {\E‘ach subject may

re-screen only once. @
&
‘\GQ

3.1 Inclusion criteria #17,

subbullet 1 spernucide ine device (IUD), or intrauterine
hormon ea&[ﬁg system (TUS).
Q 90

Added additin:u_ﬂa.l fp@'ﬁ of birth control: a condom with
. ~

4.1 Screening and run-in period

Updéﬁ t‘hﬂ'suhjects aged 4 to 11 years of age who
failed mclusion criterion 6 will be permutted

{0 en.
4
e
4 2 Randomuzation/treatment ded that children and adolescents ongoing in
period/extension phase ,§E1reahnent after the PCD will continue in follow-up until
_%@ they have completed 24 weeks of treatment.
&

s
5.2.1 Laboratory safety §-

Added serum cortisol assessments along with those for
chemustry and hematology.

assessments JES)
C

New section: 8.1.2
outcome analysis(s&bsequent

Primary outcome database lock (pDBL) will commence
once all randonuzed adults (=18 years) have attended
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Budesonide/albuterol (BDA) — AV003

Bond Avillion 2 Development LP
08 April 2021

Section

Changes made to Version 3.0, 21 July 2020 to
develop global amendment, Version 4.0,
08April 2021

A final data base lock will occur after the pDBL, nnrf?
all children have completed the EOS visit and safef{s
follow-up. &}DQ
Patient level listings of data for children ere on-
going at the pDBL will be reported at the #inal database
lock. No efficacy analyses will be coqflﬁcted on data
collected following the pDBL. Y
’_;'5}

8.3.1 Full analysis set

Clanfication that efficacy an Bributable estimand will
include all data obtained up4p'pDBL.

8.5.3 Exploratory analyses Clanfication that the l'ﬁ“"atnry analyses will include
all data obtamned up tn BL.
8.5.3.5 Total nhaled Headings rew_ﬂ‘gd
corticosteroid exposure;
8.6.4.7 Total inhaled 8535 [n@%%&%ﬂmstemld exposure
corticosteroid exposure g_ﬁ_%@d corticosteroid exposure
N | | |
z?l ﬁs&d to describe categones for maintenance
4 ﬁy in addition to methods used to calculate and
él yze mhaled corticosteroid exposure.

=

8.6.6 Primary outcome aﬂalysiiqig Section removed; subsequent heading numbering
D | updated
S
9.3 Study timetable aﬂd@d—ﬂf Updated that all randomized subjects who do not
study prematurely discontinue will have a mimmum of
Q 24 weeks of treatment.
b"‘\..
& Deleted text defining PCD.
‘OIE‘J Once the PCD has been reached, any ongoing subject
Qﬁ“’ =24 weeks will return to complete their EOS visit at
S their next scheduled climic visit
&
Qéubata management Revised to clanfy that when the last adult subject has
¢Q® completed 24 weeks of treatment and safety follow-up,
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Clinical Study Protocol, Version 4.0

Bond Avillion 2 Development LP

Budesonide/albutercl (BDA) — AV003 08 Apnl 2021
Section Changes made to Version 3.0, 21 July 2020 to QGQ
develop global amendment, Version 4.0, %‘Cﬂb
08April 2021 R
P @E'rQ
the data cleaning should be completed for the p:1'_113;11'3:‘0""r
outcome database lock. S
IS
Final database lock revised to clarify that stadg®
treatment period will continue for children gfto
11 years) and adolescents (12 to 17 year;ﬁb.'hu have not
completed 24 weeks of treatment by @&m of the
primary outcome database lock. Y
{@*
Throughout document Additional nonsubstantial 25 for administrative,
typographical, and/or gramngatical corrections were
&
ol
g &
12.2 Changes made to Version 2.{{-)0 {\f??
Section Chan - e to Version 2.0, 29 July 2019 to
devélp %al amendment, Version 3.0,
20)¥ulg9020
& >
Version History and version changed; brief summary of
‘\\ &tﬂendment added.
Chimical Study Protocol Sjmo@ Updated the estimated date of last subject completed
> from Q3 2020 to Q3 2021.
L
1.3 Benefit/nisk and e‘d@l Added justification to continue study enrollment and
assessment treatment during the COVID-19 pandemic.
G
s
152 Ad]umm?i commuittee Clanfication that the commuttee will adjudicate “after
N medical momtoring review.”
‘0@
22 Sec@‘ary Objective and Updated a secondary endpomt to total “systemic”
Chm@’ Study Protocol Synopsis | corticosteroid exposure over the treatment period.
@Expluratm‘y Objective Addition of 2 additional exploratory endpoints:
RS linical Study Protocol Synopsis
O
bG
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Q& been previously “randomized™ in this study or another
g PT007 or PT027 study.
Qfﬂ Y
&
33~ Subject enrollment and Updated the number of subjects screened from 4300 to
qu’andumizaﬁuu and Clinical Study | 6000.
£l Protocol Synopsis
bG

Clinical Study Protocol, Version 4.0
Budesonide/albuterol (BDA) — AV003

Bond Avillion 2 Development LP
08 April 2021

Section

Changes made to Version 2.0, 29 July 2019 to
develop global amendment, Version 3.0,
21 July 2020

.
ACQ-5 change from baseline and responder @QU
(3-factor) analysis at Week 12 and Week 24 &
Inhaled corticosteroid exposure over the I@hneﬂt
period &

&

3.1 Inclusion critenia (item 2) and
Clinmical Study Protocol Synopsis

Removed the inclusion of children =6 }gﬂ of age n

Italy. Q
ﬁD
Removed the inclusion of adnleq;?nt subjects =12 years

of age 1n Spamn.

@s
[Fa
3.1 Inclusion criteria (item 4) Clanification that subjectséﬂ ICS alone or in
combination with are allowed to have additional

maintenance edm@m specified leukotriene

“receptor a@go@s are allowed.

(SN

3.1 Inclusion criteria (item 5)

‘39

Updat%h ect predicted normal FEV, values of
=40 Qﬁﬁ for adults and =60% for subjects aged 4 to
1&}?"

1ed that subjects 4 to 17 years of age who
viously failed this inclusion criteria due to the

<
N
0

,§"'~'previﬂu5 upper FEV1 linut are permutted to re-screen
< once.
R
3.1 Inclusion criteria (11911.(0‘3r Clanfication that subjects aged 4 to 11 will be eligible

if they provide 2 acceptable/repeatable measurements
for spirometry.

3.1 Inclusion c%@m (item 17)
N5

Removal of the reference to =50 years of age as part of
the defimition of menopausal women.

3.2 Exclusigfl criteria (item 25)

Specification that subjects are excluded if they had
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Bond Avillion 2 Development LP
08 April 2021

Section

Changes made to Version 2.0, 29 July 2019 to
develop global amendment, Version 3.0,
21 July 2020

3.5 Methods for assigning
treatment groups, 7.2 Dose and
treatment regimens, and Climcal

.
Removed reference to screening Visit 1a. Added fa}u
clarification that randonuzation stratification will 6\
include the number of prior severe exacerbationg{1,

Study Protocol Synopsis >1) m the 12 months prior to screeming (Visi@ “plus
any severe exacerbation event experience g the
screening period.” a@
{\D
3.11 Screen failures Modification to allow for res 1A% once in children

and adolescents who failed beca@} they did not meet
the now obsolete upper FEVR!@\ predicted limt.
o

4 Study plan and timing of
procedures (Table 1)

R

¥ 0
) é%@ m (previously footnote n) updated to reflect

Footnote f and applicable@}(-” mdicators were removed

due to country speciﬁ@%anges_ Subsequent footnote
marker letters _y\ve:r%@dated

L K
Footnote e{ﬁusly footnote 1) was updated to

remo %@d add Argentina as requiring additional
pre sting.

cted normal FEV; values of 240 to <90% for

sdults and >60% for subjects aged 4 to 17.
=

4.1 Screening and run-in period&
4.2 Randomuzation/ treatm
peniod/extension phase, agi

531 Physicalexamiu@n
~
&

Italy-specific information regarding full examinations
and pregnancy testing was removed.

5.1.8.2 COVID-1%&hd

Addition to specify that spirometry should not be done

Pulmonary Fu%@m Testing if subjects are showing signs and symptoms of
@\5 COVID-19 and to indicate that participants with
N suspected COVID-19 should receive a test to confirm
"\.QD diagnosis. Proper cleaming and hygiene gmdance 1s to
R be followed.
RS
é}il Laboratory safety Removed Italy and added “Argentina” to footnote a
Qspassessments (Table 2) (pregnancy testing requirements).
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Section

Changes made to Version 2.0, 29 July 2019 to
develop global amendment, Version 3.0,
21 July 2020

5.3.2 Concomitant medications

.
Updated to indicate that previous medications s.]:n::-ul%)"‘*r
be recorded if they were taken within 3 months bef§re
screening. Added that asthma medication historgvill
be recorded for 12 months before screening. f

s

6.3.9 COVID-19 Adverse Events

Added to provide instructions on how toktﬁﬁﬂage AFs

and SAEs related to the COVID-19 pgaemic.
O
o

7.8.1 Mamtenance therapies

Addition to allow subjects receivj@¥ maintenance
allergy immunotherapy (AIT) {9*continue their ATT.

Specified that the initiation gf AIT during the study is
not allowed. S
O
7.8.3 Prohibited medications Clarification that p{ﬁlmal antibody therapy is
prohibited e of mntra-ocular monoclonal or
polyclonalant therapy 1s allowed.
Clan Nhat the use of specific cardio-selective

lﬂﬁﬁ in low daily doses, eg, metoprolol in

8.1.2 Type 1 error control and
Clinical Study Protocol Synopsis

3
&
‘\6‘

&

@esﬁ to 100 mg/d, are allowed.

t: od information about hierarchical testing
é}ocedmes to control the type-1 error in secondary

h-endpnint analyses. Details regarding testing procedures,
the order of testing for secondary endpoints, and when
statistical significance can be claimed, are provided.

.Y
8.3.1 Full analysis set O
K
Gc?
H\'
&
o
N
N
9]
8

X
&
-c‘s}

Clanification that the effectiveness estimand will utilize
all observed data up to randomized treatment
discontinuation, regardless of whether subjects
experience a change in maintenance therapy for lack of
asthma control. Added that the de facto estimand will
utilize all observed data, including post-IP
discontinuation data, regardless of a change in
maintenance therapy.

8§21 Derivation of annualized
ﬁ%vere asthma exacerbation rate

Updated the calculations of follow-up and IP
discontinuation/change in maintenance therapy to
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8.6.2 4 Total systemic

Specified methods to calculate and analgﬁ total SCS

Section Changes made to Version 2.0, 29 July 2019 to ,;GGQ
develop global amendment, Version 3.0, %(?
21 July 2020 R
O
o
exclude the cumulative duration of severe S
; &
exacerbation(s). S
&
8.5.2.2 Denvation of total Updated headings with “systenuc™ and repla@v
systemic corticosteroid exposure, | previous text regarding inhaled corticnaterc_@’expnm

Control Questionnaire-5 variables

corticosteroid exposure, and exposure. o
Clinical Study Protocol Synopsis @D
N
8.5.2.3 Denivation of Asthma Definition added for 3-level r categonzation

(Improvement, No Change, @ghd Worsening) for
changes from baseline in e ACQ-5 overall scores at
Weeks 12 and 24.

R

‘\

1
8.5.3.5 Total nhaled Addition o spemfy methods used to
corticosteroid exposure and calculate ﬁq‘l total inhaled corticosteroid
8.6.4.7 Total inhaled 0
corticosteroid exposure c) .Q,@

)

8.6 Methods for statistical ‘%ﬁd reference to “2” pnumary comparisons and
analyses refidgced with primary “endpoint treatment”

150115.

8.6.1 Analysis of the prmlary {Q‘

Specification that analyses would target the efficacy

vanable ,§' estimand in the FAS population.
QC? Added statement that all subjects who are randomized
@9 and are part of the full analysis set will be analyzed
9O according to the strata they were allocated to mn
c:,'z'b IVRS/TWRS. A sensttivity analysis will be conducted
a\) based on subjects” actual strata to assess the impact of
6;‘0 nuss-stratification on the model results.
86.1 ha ysis of the primary Specified that the models for analyses of variables
Va{ﬁble, 8.6.2.2 Asthma Control | would be adjusted for the number of prior severe
@estinﬂnajre—ﬁ? 8642 exacerbations (1, 1) in the 12 months prior to
(Prebronchodilator FEV1, and screenung (Visit 1) “plus any severe exacerbation event
8.6.4.3 Morning peak expiratory
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Section

Changes made to Version 2.0, 29 July 2019 to
develop global amendment, Version 3.0,
21 July 2020

flow, and Climical Study Protocol

experienced during the screeming period”, and 1"\?,131{-‘.?@J

Synopsis references to Visit la. 6\
s
8.6.2 Analysis of the secondary Specified that analyses would be conducted %(J‘ﬁe FAS
efficacy variables population. _p,
@
Referenced Section 8.1.2 for lu 1 ﬁtesting
strategy for secondary endpoints. O
O
8.6.2.1 Severe asthma Specification that analyses would'target the efficacy
exacerbation rate estimand in the FAS pﬂpulaﬁ
£

The number of prior se'.@'c}e exacerbations in the

12 months prior to * 1zation” was updated as a

key cnvanat@f st.

O R

8.6.2.2 Asthma Control
Questionnaire-5

s

Additio l@)l-‘lﬂatlﬂﬂ for analysis of the 3-factor
categéita@ of ACQ-5 using ordinal logistical

e

e&}lcatmn that the analysis of change from baseline
5 at Week 24 will target the efficacy estimand
ﬁh the FAS population.

8.6.2.2 Asthma Control Q‘\‘
Questionnaire-5 and 8.6. 28”33'
Asthma Quality of Life QG
Questionnaire +12 an@Pediatric
Asthma Quality of$:
Questionnaire @b
&
N

Updated methods of analysis from MMRM to repeated
measures analyses.

8643 M(@ﬂg peak expiratory

Addition of a repeated measures analysis of 4-weekly
tume intervals.

:
:

Removed “and final analysis™ from heading.
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Section Changes made to Version 2.0, 29 July 2019 to
develop global amendment, Version 3.0,
21 July 2020

Q
S
. -:jb
L
o

.

Clanfication of the following: when subjects will re‘rg:if

for their EOS wvisits, when data cleaning should be,.:-}

d d when the pri final) analysis wi i
one, and when the primary (final) ysmmij\]@cur

8.6.7.5 COVID-19 pandemic

o
Addition to describe statistical methods vill be

impacts used to evaluate the impact of the CO 9 pandemic
- o
on efficacy and safety vanables. s
o)

11 Last of References Addition of reference to the Ameg¥an Academy of
Allergy Asthma and ImmunolQpy for information
regarding COVID-19 and Agfima.

£
o

For Investigator Bmch\;@ reference, updated edition
o

and date. A §0®
Appendix N, COVID-19 Addition phgrogses to ensure subject safety during
emergency measures permutted to | the CDT@)‘-.gﬁ'\pandemic_ Instructions for management
ensure subject safety of s 3 W1th or suspected COVID-19 infection,
d &ﬂts? remote visits, subject discontinuation,
) t of IP to subjects, laboratory testing, and
zg%ymetry testing are provided.
o
Throughout document rb_tmpdated study drug to “IP” for consistency.
Q‘%.{Q\ Additional nonsubstantial changes for admmistrative,
{:?_:r typographical, and/or grammatical corrections were
QG made.
f.‘.‘}q
o
@g"
12.3 Chgges made to Version 1.0

Section 1:0-..- Changes made to Version 1.0, 11 Oct 2018 to
Q-D develop global amendment, Version 2.0, 29 July
Q‘} 2019
<L
%@f’sion History Date and version changed, brief summary of
o§ amendment added.
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Climical Study Protocol Synopsis,
1.4 Study design, 3.3 Subject
enrollment and randomization, 4
Study plan and timing of
procedures (footnote b in Table
1), 4.1 Screening and run-in
period

Updated the number of study sites/centers from 333 to
380 and an estimated screen failure rate to a range of
30% to 50%.

cation on the timeframe (Visit 1 and Visit 1a) 5
and possible extension of the screening period duep
admimistrative reasons or a severe asthma exacegfation

event (to a maximum of 9 weeks). &5\
&

Clanfication on the use of patients’ usua{ﬁ-'?—'needed
(prn) inhaled products and Sponsor-pgQ Fided Ventolin

(pm or prior to exercise) during scﬁmg_
£
Addition of the de facto est: as a treatment policy

strategy defined in the draft JStemnational Conference
on Harmomization (ICH) ED addendum.

o
M)

1 Introduction Statement 1fyi it albuterol is also known under
the generic e é‘salbutamc-l (the mmternational non-
propne

,Q <0

1.2 Rationale for study design,
doses, and control groups

t%chvely_
-

&;ﬁ’ cation of the proposed doses for
C&nd budesonide based on the approved label
P@Uennl and the dose-ranging Study PT008001,

o

Climcal Study Protocol Synnpsisfs_‘\

1.4 Study design, 5.1.162 &
Symptom Reporting, 6.5 r§‘\
Overdose, and 7.2 Dose ai(d
treatment regimens Q

S

a

kClarification of the maximum daily dosing
recommendation for subjects and notification/eDiary
alert to medical monitors and investigators of any
mcreased IP dosage in order to closely monitor
treatment use with potential worsening asthma status.

andS’1 Inclusion criteria (item 2)
&

1.5.2 Adjudicationommittee Clarification on adjudication commuittee events-
cj@b recording and case defimition of “worsening of asthma”
\) which would necessitate adjudication commuttee
‘0 TeVIeW.
&
Clu:u@' Study Protocol Synopsis | Specifymg the inclusion of subjects 4 years of age 1n all

countries with the exception of Italy, Serbia, Spain,
Germany, Slovakia, and Ukraine.

c?ﬁ
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Specifying the inclusion of children >6 years of age
only 1n Italy.

Specifying the inclusion of adolescent subjects =12

1
years of age only in Serbia and Spamn. é}c’
LN
Specifying the inclusion of adult subjects =18 yeg? of
age only in Germany, Slovakia, and Ukraine. égg
<
X

3.1 Inclusion criteria (item 4)

Additional clanfication that up to 20% of @il
randomized patients will be permitted t&have an
additional maintenance medicatinﬂ@{gophy]liﬂe?
leukotriene, or LAMA, in additioi®o either ICS alone
or ICS/LABA fixed dose cnm&:ﬁtion)_

L

3.1 Inclusion criteria (item 5)

Clarification that if FEV; @?ues are not within the

permutted range at Vi&-\;]%: 1 re-test 1s required at Visit

1a before advanci 1sit 2 or being considered as a
VR ‘“’5@ g

screen fa]ll]IQ Q
O &

3.1 Inclusion criteria (item 6)

Q—-&

Clarificqtyon ghét if reversibility is not demonstrated at
Vist 4%‘1 st for reversibility testing 1s requured at
V1 a@gfure advancing to Visit 2 or being considered
é?] '%é%en failure

3.1 Inclusion critenia (item 12)

q
&

Fprohibited.

&ﬁ&iﬁnn&l specification that the use of spacers are

3.1 Inclusion critenia (items E\
and 18) P

Addition of defimition of complete abstinence (and that
15 an acceptable method of contraception only if it 1s
consistent with the preferred and usual lifestyle of the
subject); definition of double-barrier birth control;
clarification on surgical sterility by vasectomy (for
males); defimition of postmenopausal status; addition of
bilateral salpingectomy to the defimtion of surgical
sterility; and clanfication that contraceptive methods
may only be recommended for adolescents who are
already sexually active, and that the use of hormonal
confraceptives must always be i consultation with a
gynecologist (for females).
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3.2 Exclusion criteria (item 1)

Additional specification regarding regular or occasional
use of oxygen.

3.2. Exclusion criteria (item 4)

Addition of dupilumab as an example of prohibited

o &
medication. N

.-"b-fg

3.2 Exclusion critenia (item 21)

Additional specification that currently pregnant females
will also be excluded from study parhmpaumgg

3.2. Exclusion criteria (new ifem
26)

Addition of new exclusion criterion #Eﬁkﬁ]ects who
experience >1 asthma exacerbation dl@g the
screening period. ©

&

3.7 Methods for unblinding

Clarification that unblinding shéflld be based on the

mvestigator’s clinical ]udgn;ﬁ\f (when the appropriate

management and welfare gf the subject requires

knowledge of the treafigfent allocation) and that it is not
; ; 3 ;

required, for the mv@gatnr to inform the Sponsor or

Sponsor’s t@gﬂ@%eﬁ]r& unblinding.

3.8 Restrictions

Addl llunlab as an example of prohibited

oa&and other investigational treatments (other
‘Tudy drugs).

3.9 Treatment discontinuation by KC
subject and/or Sponsor, 6.3.8
Hy’s Law, and Appendix E Hy’sé‘\

Law QQ‘
J
>

$
N

catmﬂ that 1n case of elevated liver enzymes AST
or ALT >3xULN and total bilirubin >2xULN, the
Fuse of the IP will be suspended until the liver test
values return to the normal range, and that 1f the liver
enzyme values become elevated again after the
recommencement of the IP, the subject will be
discontinued from IP and withdrawn from the study.

]
3.9 Treatment digcentinuation by
subject and/or , 4 Study
plan and tm%}g of procedures
(footnote e‘j?a Table 1), 4.6

Fc-]lnv,;vﬁp

Additional clanfication on PDV procedures (including
potential follow-up TC) for subjects who discontinue
treatment prior to EOS for any reason; and if the PDV
15 performed at least 14 days after the last study drug
dose.

y plan and timing of
edures (footnote fand 1 1n

0.3*» able 1), 4.1 Screeming and run-

Additional assessments applicable to Italy ONLY in
Italy, a full physical exammnation will be performed at
all visits with additional pregnancy testing to be

in period, 4.2 Screeming and
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enrollment period, 5.2.1
Laboratory safety assessments
(Table 2 notes), 5.3.1 Physical
examination

conducted at monthly time pomts in women of
childbearing potential

1
\}'D

s

1.3 Benefit/risk and ethical
assessment, 4 Study plan and
timing of procedures (footnote g
mn Table 1), 4.1 Screemng and
enrollment period, 4.2
Randomuzation/treatment
peniod/extension phase, 4.3 End-

Addition of height assessments for all subjects at '@- -
and additional height assessments for subjects <18
years of age. Additional morming serum mﬂlﬁ
assessments for all subjects at specified Visé’
(Screening, Week 24, EOS and PDV). ification that
assessments of height will mntiﬂue}gacmrdaﬂce with
a subject’s age at the time of ﬂgng@h]fnmled

procedures (footnote 1 1n Table 1)
and 5.2.1 Laboratory safety
assessments (Table 2)

4

£

of-study wisit, 4.4 Unscheduled consent/assent. R4
visit and premature {&
discontinuation visit, 5.2 Safety ‘«.@
assessments, 5.2.1 Laboratory QG
safety assessments (Table 2), g
5.3.1 Physical examination and Q-k '\@
8.6.3.3 Clinical chemistry and QO ,ESEQ
hematology Q .
&L
4 Study plan and timing of Adds nléhf urine pregnancy assessments to safety

sﬁrﬂents for all women of childbearing potential
fshout the duration of the study (unless otherwise

g‘&ciﬁed)_

&

&
J
L

4 Study plan and timing of
procedures

Clanfication on time points for dispensing and
collection of eDiary.

4 Study plan and timiﬂg_\ﬁ
procedures -:S}Q

Addition of dispensing Ventolin at V1.

(]
5.1.1 Asthma exgserbation

Clanfication of detenioration of lung function with

defimtion \g:}iz: examples for clarity and consistency.
&
51.15 t and duration of Distinction on reporting severe asthma exacerbations as
asthma &acerbations separate or singular events, based on successive SCS
& i
= use within 7 days (or more).
&

Q_@Ql .1.6.1 Severe asthma Clanfication on the appropriate reporting of severe
" exacerbation eCRF asthma exacerbations duning the screeming period.
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5.1.1.6.2 Symptom reporting

Clanfication on the approprnate reporting of asthma
signs or symptoms.

<
T*b
Y
Q\\

5.1.2.1 Asthma Quality of Life
Questionnaire+12

Clanfication that the AQLQ+12 will be used in subjecti\

12 years and older. S

"\.fg

5.1.2.2 Pedhiatric Asthma Quality
of Life Questionnaire

Clarification that the PAQLQ will be se]f—adminjat\é'red

5.1.8.1 Reversibility Test

m subjects aged 7 to 11 years. &:?D

@Q
Clarification that prebronchodilator PFTs@hould be
performed after at least 15 munutes of f&2t, and before
administration of Ventolin. ©

N
Removed wording that the confi¥nation of the FEWV;
measurements should be en mto the eCRF to
confirm eligibility. Other $han overall eligibility
confirmation, there is ggpecific confirmation relating
. S )
to this (other &an 0@3]] eligibility confirmation).
Q

5.2.3 Vital sign measurements
and 8.6.3.2 Vital signs

Correctio lgrsd pressure measurement to be taken
in the s&@yed ppsition (and not supine).
ol

A

5.3.2 Concomitant medications

ﬁe @Emeﬁ‘ame for concomitant medications to
Yo\ @

i those taken begmmning within 12 months before

Sine

6.4 Reporting of serious adverse

k-Provision of additional reporting responsibility of

&

events @r‘?"' Sponsor for serious unexpected adverse drug reactions
Q| related to IP.
L’?J
6.5 Overdose, 6.7 Medigi¥ion Clanfication on the appropriate
error G}Q collection/recording/reporting of an
O Overdose/Medication Error with or without an
,zlb associated AE/SAE.
N
78.1 Majﬂ@ance therapies and | Modification to remove the advance notification for
782M tions that may affect | investigators to notify the Sponsor with regards to any
rev ity and FEV testing proposed maintenance therapy changes.

?Q’S:’;i Prohibited medications
@
N

Clanfication/correction that inhaled short-acting
anticholinergics (or short-acting muscarinic antagonists
[SAMA]).
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Additional clanfication that inhaled long-acting ,;GGQ
anticholinergics (or LAMA), except those that were %(?
started before screening and continued as part of .Q'Q
maintenance treatment are prohibited. C‘?b
N
Correction to reflect that nonglucocorticoid nasal 6\@
sprays are not prohibited. &
&
Clinical Study Protocol Synopsis, | Addition of the de facto estimand as a treatg@nt policy
8.1.1 Estimands and 8.6.7 4 De strategy defined in the draft ICHE9 a um and
facto estimand specification of population analyses. QD
O
o
8.5.2.2 Denvation of total Change in how ICS and SCS are ip"be analyzed: ICS to
corticosteroid exposure, 8.6.2.4 | be summarized as a mean dailydose; SCS to be
Total corticosteroid exposure summarized by duration of gininistration.
£
o
Appendix D, Additional safety Adjustment to reflect rgffbriing mvestigators are highly
nformation encouraged to expg%ﬁ\\their clinical opimion when
presented with linggted or insufficient information in the
causality s. Further, that if the causality

asses t@nut be made, these serious adverse

evelé,i\&@& considered to be “related”.

Fam )

Appendix F Asthma Quality of
Life +12 Questionnaire

¢W to April 2008 version.
{;\

Appendix G Pediatnic Asthma Q
Quality of Life Questionnaire {Q‘

““
e
FUpdated to January 2001 version.

Q
Appendix H Asthma Cnnl(of Updated to December 2002 version (and July 2011
Questionnaire-5 and ?QQ version of the Interviewer-administered ACQ).
o
Throughout dc-cun@ff Nonsubstantial changes for admimstrative,
@b typographical and/or grammatical corrections.
NG
1:0@
)
'
S
&
N
&
I
@
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APPENDIX A, AVILLION PROTOCOL SIGNATURE PAGE

Avillion Signature Form for the Clinical Study Protocol

We, the undersigned, to the best of our knowledge and ability attest to the accuracy and
validity of the contents of the Clinical Study Protocol.
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APPENDIX B, PRIMARY INVESTIGATOR SIGNATURE PAGE

3
I agree to conduct the study in accordance with the current protocol. G;QQ

o
&
Please keep the signed original form in your study files, ﬂﬂ%@rum a copy to your local study
momnifor. A i
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APPENDIX C, GLOBAL INITIATIVE FOR ASTHMA (GINA, 2018) ;Qé\
The table below is not a table of equivalence, but of estimated clinical comparability. Q\\(?
Categories of low, medmm. and high doses are based on published information and available 'Q

studies, including direct comparisons where applicable. Doses may be country-specific .:‘S‘
depending on labelling requirements, drug formulation, or inhalation device. Most of the, @ &
chinical benefit from ICS 1s seen at low doses, and clear evidence of dose-response O
relationships 1s seldom available within dose ranges evaluated for regulatory pmpr:-sg_-? High
doses are arbitrary, but for most ICSs are those that. with prolonged use, are assqggted with

increased nisk of systemic side-effects. R@
)
The below defines the mmimally acceptable documentation for inclusion, \aé:\riieria:
&
&
-

1  Signed and dated notes from a referring physician, including l@le and dose of the
ICS/ICS/LABA inhaler (or names and doses, if used as sepa,fﬁe inhalers).

2 Ewvidence of prescriptions for [CS/LABA medications tké\ demonstrate coverage for the

duration specified in inclusion eriteria.

! &0
S &
Low, Medium, and High Doses of Inhale%@)r@ﬁtermds

Adults and m@s (12 vears and older)
Daily dosage (pg)
DRUG “: \g@!? LOW MEDIUM HIGH
Beclometasone dipropionate (CFC)P? &‘EI'“ 200-500 =500-1000 =1000
Beclometasone dipropionate (]-[F@\ra' 100-200 =200-400) =40
Budesonide (DPI) ..;S& 200-400 =400-800 =800
Ciclesonide (HE%U 80-160 =160-320 =320
Fluticasone ﬁlma\ BT} 100 NA 200
Fluticasone pi‘eﬁﬁate {DPT) 100-250 =250-500 =500
Fluticasone g@gﬁimmr& (HFA) 100-250 =250-500) =500
MongRsone furoate 110-220 >220-440 >440
Tliﬂ'%inolone acetonide 400-1000 =1000-2000 =2000
Y Children 6-11 years
]3\ metasone dipropionate (CFC) 100-200 =200-400 =400
c@eclmnetasune dipropionate (HFA) 50-100 =100=-200 =200
& Budesonide (DPI) 100-200 >200-400 >400
Budesonide (nebules) 250-500 =500-1000 =1000
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—— _ . N
Ciclesonide 80 >80-160 >160 @G
Fluticasone furoate (DPI) NA NA NA W
Fluticasone propionate (DPT) 100-200 =200-400 =400 b‘QQ
Fluticasone propionate (HFA) 100-200 =200-500 =500 @,Q
Mometasone furoate 110 =220-=440 =440 ch"
Triamcinolone acetonide 400-800 =800-1200 :=lg\ﬂ&v
Abbreviations: CFC=chlorofluorocarbon propellant; DPI=dry powder inhaler; I{FA—h‘ydmﬂuuma]@e
propellant; NA=not applicable 'T"'
*  Beclometasone dipropionate CFC is included for comparison with other literature. @
O
O
ﬁD
Low Daily Doses of Inhaled Corticosteroids for Children 5 Years %ﬁ Younger
S
DRUG Low d@ﬁomg& (ng)*
{age group with mﬁ.]lmte safety and effective data)

Beclometasone dipropionate (HFA) ,\61]0 (ages =5 years)

Budesonide nebulized P 500 (ages =1 year)

Fluticasone propionate (HFA) n‘f '?Q‘" 100 (ages =4 years)

Mometasone furoate ﬁ{-} CQ 110 (ages =4 years)

Budesonide pMDI + spacer &((/VA X3 Not sufficiently studied in this age group

Ciclesonide vq.[.:-) d’b ¥ Not sufficiently studied in this age group

Triamcinolone acetonide Q}? A§‘ Not sufficiently studied in this age group

Abbreviations: HF A=hydrofluoroalkane prgbc : pMDI=pressurized metered-dose inhaler
*  Subjects 5 years and younger meefing A step 3 eligibility should be treated with double low-dose ICS
or Low dose ICS + LTRA (Global I@'imive for Asthma [GINA] 2018).
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APPENDIX D, ADDITIONAL SAFETY INFORMATION

Further guidance on the definition of a serious adverse event (SAE)

Life -threatening

“Life -threatening™ means that the subject was at immediate risk of death from the AE@?
occurred or 1t 1s suspected that use or continued use of the product would result in th}
subject’s death. “Life-threatening™ does not mean that an AE occurred mn a mo ﬁvere form,
1t might have caused death (eg, hepatitis that resolved without hepatic faﬂure)‘\
‘QDQ
Hospitalization *@
Outpatient treatment in an emergency room is not in itself a sermusx‘ﬂi, although the reasons
for 1t may be (eg, bronchospasm, laryngeal edema). Hospital ad@;mns and/or surgical
operations planned before or duning a study are not cnnsidere%ﬁ]is if the 1llness or disease
existed before the subject was enrolled in the study, provide@that it did not deteriorate in an
unexpected way dunng the study. Q—l, 'Q
P
&
Important medical event or medical intg&%tgg
Medical and scientific judgment should Qg'éxé%rsed in deciding whether a case 1s senious in
situations where important medical e@sﬁy not be immediately life-threatening or result in
death, hospitalization, disabality, or fc ity, but may jeopardize the subject or may require
medical intervention to prevent 1 or gdre outcomes listed in the definition of serious. These
should usually be considered as se@us_

Simply stopping the suspect d@g does not mean that 1t 15 an important medical event; medical

judgment must be used. Ex@ﬁales of important medical events include but are not limited to:
O

R
- Angioedema ngﬁevere enough to require mnfubation but requiring intravenous
hydrocortisqge treatment.

- Hepat@tgﬁ%ity caused by paracetamol (acetamunophen) overdose requiring treatment
with N Xeetylcysteine.
0
- In@sive treatment in an emergency room or at home for allergic bronchospasm.

- \@lﬂﬂd dyscrasias (eg, neutropema or anenua requiring blood transfusion, etc.) or
& convulsions that do not result in hospitalization.

& - Development of drug dependency or drug abuse.
<
O

bG
¥
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A guide to interpreting the causality question
When making an assessment of causality, consider the following factors when deciding if

L
©

&

there 15 a “reasonable possibility” that an AE may have been caused by the drug: .;.}Q'Q

‘Q‘
e Time Course. Exposure to suspect drug. Has the subject actually received the sus eﬁ
drug? Did the AE occur in a reasonable temporal relationship to the adnumistratiéh of
i N
e suspect drug? &:}D

L~
e Consistency with known drug profile. Was the AE consistent with the pr%bus
knowledge of the suspect drug (pharmacology and toxicology) or the same

pharmacological class? Or could the AE be anticipated from 1its p X cological

properties? Q‘?
.:\\
¢ De-challenge experience. Did the AE resolve or improve on sbf;f:lpiﬂg or reducing the
dose of the suspect drug? S

¢ No alternative cause. The AE cannot be reasonably fined by another cause such as
the underlying disease, other drugs, and other host gg@nvironmental factors.

e Re-challenge expenience. Did the AE reocggivif i€ suspected drug was reintroduced
after having been stopped? The Sponsot)%lﬂﬁﬂt normally recommend or support a

rechallenge. Q '-'QD
e Laboratory tests. A specific lalx:rr@y @Veshgahnn (1f performed) has confirmed the
relationship. Q ‘{:\
&
& v
O

L
In difficult cases, other factors mulg_@ considered such as:

e Is this a recogmzed featgs of overdose of the drug?

¢ Is there a known m%&msm?
QQ
Causality of “relatecg% made 1f after a review of the relevant data there 1s evidence for a
“reasonable possilidity” of a causal relationship for the individual case. The expression
“reasonable ility™ of a causal relationship 1s meant to convey, in general, that there are
facts (evide%%’) or arguments to suggest a causal relationship.
LW

8)
The calgﬁty assessment 1s performed on the basis of the available data, including enough

iﬂfo@)ﬁﬂn to make an informed judgment. With limited or msufficient information in the
cagh 1t 1s mghly encouraged for the reporting investigator to express his/her clinical opmion.

ég‘tdespite all efforts) the causality assessment cannot be made, these SAEs will be considered

Sto be “related”.

bG

o
&
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Causal relationship in cases where the disease under study has deteriorated because of lack of *bé\
effect should be classified as no reasonable possibility. %(?

R
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APPENDIX E, HY’'SLAW

Introduction

This Appendix describes the process to be followed to identify and appropnately report cag?s
of Hy’s Law (HL). It 1s not intended to be a comprehensive guide to the management nﬂ.::)\'
elevated liver biochenustries. @DQ

L

During the course of the study, the investigator will remain vigilant for inrreases’{.‘g liver
biochenustry. In subjects who have elevated liver enzymes aspartate aminotrasterase (AST)
and/or alanine transaminase (ALT) = 3xULN and total bilirubin (TBL) =, @U’LN, IP will be
suspended until the liver test values refurn to the normal range_ If the A@ ALT or TBL reach
these elevated levels again, after recommencement of IP, the subject @] be discontinued from
IP and withdrawn from the study. The investigator 1s responsible f@\detemﬁnjng whether a
subject meets Potential Hy’s Law (PHL) criteria at any point dlgfﬂg the study.

The mnvestigator participates, with the Sponsor’s clinical pﬁﬁ{;t representatives, m review and

assessment of cases meeting PHL cniteria to agree criteria are met. Hy’s Law

criteria are met if there 1s no alternative explanaté)?:ﬁle elevations in liver biochemistry

other than drug induced liver injury caused bb&é%@

The mvestigator 1s responsible for recnrd@ d{ﬁ%eﬁmmﬂg to potential HL/HL cases and for

reporting AE and SAE according to 12/ tqggle of the review and assessment mn line with
<&

standard safety reporting processes. v
&
&
Definitions {Q@
Potential Hy’s Law Q‘%

o
AST and/or ALT >3x% Ul@umhinﬂl with TBL =2xULN at any point during the study after

the start of IP irrespect’gfzuf an increase in alkaline phosphatase (ALP).
&

. o
Hv’s Law s
’ O

AST and/or AI@?Q,'_E *ULN combined with TBL >2xULN, where no other reason, other than
the IP, can l{g@"uund to explain the combination of increases, eg, elevated ALP indicating
chnleslﬂs'kp\ﬂiral hepatitis, or another drug.

For HL and HL, the elevation in transaminases must precede or be coincident with
(iqil*ﬁn the same day) the elevation in TBL, but there 1s no specified timeframe within which
,\tfé elevations n transaminases and TBL must occur.

~Y
b°°
(2]
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Identification of Potential Hy’s Law cases 'Q\\

To 1dentify cases of PHL it 1s important to perform a comprehensive review of laboratory da%
for any subject who meets any of the following 1dentification criteria in 1solation or 1n fa}':’

combination: 6\.
e ALT>3xULN &}DQ
e AST>3xULN @_g’{‘\
e TBL>2xULN o

When a subject meets any of the identification criteria, in 1solation or in G@{;biﬂaﬁﬂﬂ_, the
central laboratory will immediately send an alert to the investigator aqg:ge medical monmitor
assigned to the project. ‘%‘3

L

T
The investigator will also remain vigilant for any local laboratagy reports where the
identification criteria are met; where this 1s the case, the iﬂ\'@gatﬂr will:
- Notify the medical monitor assigned to thqfi’om?éo
- Request a repeat of the test (new blood ﬂ:%)v@%y the central laboratory.

- Contact the medical monitor to dlsr.qgs Qelevated local labs and whether these
constitute an AE. Where an AE due to elevations of local labs, the AE will
be quenied in the eCRF and e]@te@c;ﬂ lab values, units and ranges will be entered

to the query response. & @
Q
- When the 1dentification crit \are met from central or local laboratory results, the
mvestigator will without

- Determine wl:\@‘)\br the subject meets PHL critenia by reviewing laboratory
reports ﬁm&&ll previous visits (including both central and local laboratory
results). QQ

- The mvesug@or w1]_1 without delay, review each new laboratory report and 1f the
1denhﬁca@n criteria are met, will:

N
Q@Nﬂtlfy the medical monitor assigned to the project.

LW
Q.Q Determine whether the subject meets PHL cnitenia by reviewing laboratory
\}f} reports from all previous visits.
N

. - Pr tly enter the labora data into the labora eCRF.
Q ompily tory tory
@
&
~F
O
bc Follow-up
@
,t\‘Q
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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 critenia. &
Perform follow-up on subsequent laboratory results according to the puidance provided Q‘G‘ge

Climical Study Protocol. Q.
&:}D
&
Potential Hy’s Law criteria met ‘\Ql-{}
If the subject does meet PHL cniteria, the mmvestigator will: D{‘\D

below on “Actions required when Potential Hy’s Law criteria are mgtbefore and after starting
IP”) @5\
Notify the medical monitor assigned to the project who will Qe% mnform the central study team

Determine whether PHL criteria were met at any study visit before ifg IP (See section

The medical monitor assigned to the project will disguss @ 1ssue with the investigator to
provide gmidance, and agree an approach for the 1
review of data. Subsequent to this contact the 1

Q ©
Monitor the subject until liver biochemus ﬁete:rs and appropriate clinical symptoms and
signs refurn to normal or baseline leve% aﬂong as medically indicated

Investigate the cause of the event ax@er@m diagnostic mvestigations as discussed with the
medical momtor assigned to the pl‘ﬂ_]&(‘\t\cpﬂr studies using a central laboratory add: This
includes deciding which the tests a@able m the Hy’s Law lab kit should be used.

Complete the 3 Liver eCRF mocﬁs as information becomes available
If at any time (in cnnsultatlmeg‘lth the medical monitor assigned to the project) the PHL case
meets serious criteria, re]?Qq# it as an SAE using standard reporting procedures.

N
Review and asse%?hent of Potential Hy’s Law cases
No later than 3@&&1{5 after the biochemistry abnormality was mmtially detected, the medical
monitor asssﬁw to the project contacts the investigator to review available data and agree on
whether t@e 15 an alternative explanation for meeting PHL criteria other than drug induced

liver 1 caused by the IP. The medical momnitor assigned to the project and global safety
phzsﬁ‘lan will also be mnvolved in this review with other subject matter experts, as appropriate.

@cmrdmg to the outcome of the review and assessment, the investigator will follow the

bco instructions below.

9
&
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If there 1s an agreed alternative explanation for the ALT or AST and TBL elevations, a
determination of whether the altemnative explanation 1s an AE will be made and subsequently
whether the AE meets the criteria for an SAE: rf,QQ

L
©
P

If the alternative explanation 1s not an AE, record the alternative explanation on the fa}':?

appropnate eCRF 6\.

If the alternative explanation 1s an AE/SAE record the AE/SAE in the eCRF acoord@cl\y
follow the Sponsor’s standard processes

If 1t 15 agreed that there 15 no explanation that would explain the ALT or AST@ TBL
elevations other than the IP: {.\
-0
b3
Report an SAE (report term “Hy’s Law™) according to the Sponsor’s srlgﬁﬂard processes.
The “Medically Important™ serious criterion should be used if nq%ther serious criteria
apply. ‘\@
As there 15 no alternative explanation for the HL case, a cqusallty assessment of “related”

should be assigned. NN
A \é‘"
Q
If, there 1s an unavoidable delay, of over 3 wee@, ﬁ.mmng the nformation necessary to

assess whether or not the case meets the enn fi , then 1f 15 assumed that there 1s no
alternative explanation until such time asém@gned decision can be made:

Report an SAE (report term “Pﬂtentjﬁ);@w”) applying serious criteria and causality

assessment as per above ) (\Q’

} } X
Continue follow-up and review am@mg to agreed plan. Once the necessary supplementary
information 1s obtained, repeat eview and assessment to determine whether HL criteria

are met. Update the SAE rep(@gccnrdiﬂg to the outcome of the review amending the reported
term 1if an alternative expla&gﬁon for the liver biochemustry elevations 1s determuined.

\}QQ
Actions required W&ﬁl Potential Hy’s Law criteria are met before and after starting IP

This section 15 apghicable to subjects who meet PHL criteria on study treatment having
previously m%*b criteria at a study visit before starting IP_

At the ﬁ.tEQm study treatment occurrence of PHL criteria being met the investigator will:

&
Detqﬁ.ne if there has been a significant change in the subjects’ condition compared with the

1331&’1511 where PHL criteria were met
6\ If there 1s no sigmificant change no action 1s required.
bG
NI
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If there 1s a significant change, notify the Sponsor representative, who will inform the
central study team, then follow the subsequent process described in the section R
“Potential Hy’s Law criteria met” of this Appendix. rf,QQ

A “significant™ change in the subject’s condition refers to a clinically relevant change m@ﬁy
of the individual liver biochemustry parameters (ALT, AST, or TBL) 1in 1solation or mQD
combination, or a clinically relevant change in associated symptoms. The determjmggn of
whether there has been a sigmficant change will be at the discretion of the m;?ﬂt this
may be m consultation with the medical monitor assigned to the project if th any
uncertainty. S

Actions required for repeat episodes of Potential Hy’s Law

This section 15 applicable when a subject meets PHL criteria on slﬁy treatment and has
already met PHL criteria at a previous on study treatment WS%&

O
The requirement to conduct follow-up, review, and mes@ent of a repeat occurrence(s) of

PHL 1s based on the nature of the altemnative cauga ed for the previous occurrence.
o

The mnvestigator should determune the cause@ @mnu& occurrence of PHL cniteria being

met and answer the following question: c) k
\§ L

Was the alternative cause for the prex@s @urrence of PHL criteria being met found to be

the disease under study or did the sub eqﬁb%eet PHL cniteria before starting study treatment

and at their first on study treatment v&ﬁ\ as described 1n the section “Actions required when

Potential Hy’s Law criteria are meitglk-fore and after starting IP”.

If No: follow the process descg@i m the section “Potential Hy’s Law criteria met” of this

Appendix. §:?.r

If Yes: determune 1f th@%s been a significant change in the subject’s condition compared
with when PHL crit%l:ﬂ were previously met
-

If there 1s no Si@[‘ﬂﬂt change no action 1s required
If there 1s a\'@mﬁcaﬂ change:
A “signj:ﬁ;&nt“ change in the subject’s condition refers to a clinically relevant change in any
of the\'@ividual liver biochemustry parameters (ALT, AST, or TBL) 1n 1solation or in
cmqﬁnatinn, or a climically relevant change in associated symptoms. The determunation of

ﬁther there has been a significant change will be at the discretion of the investigator; this

y be in consultation with the medical monitor assigned to the project if there 1s any
A uncertainty.
N
,t\‘Q
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APPENDIX M, SPIROMETRY ASSESSMENT CRITERIA

Acceptable Versus Usable Tests -Q\\
G
Acceptable Tests must meet the following criteria: \.}E‘?

1. Acceptable start of exhalation with brisk upstroke, no hesitation or false start, Kback
extrapolation volume <5% of forced vital capacity (FVC) or 0.150 L, mc@r 1s the
greater (see example in Figure 1) >

No cough during the first second RQ%

No valsalva maneuver QD
No leak , §*~°

. . L
No obstruction of mouthpiece Y

No extra breaths Q“h"

Plateau achieved: 1e, the volume-time curve shows no dﬁnge in volume (<0.025 L) for
=1 second, and the subject has tried to exhale for a@t 6 seconds

A &

An acceptable test meets all 7 critenia listed. Tllﬁ?s considered the “gold standard™.

NS WMk W

Usable spirometry tracings are those that on@n@mtena 1 and 2. When this occurs, repeat
testing up to 8 attempts for pre-dose and for post-dose assessments, 1n an effort to
obtain 3 acceptable spirograms. If o: @ests are obtamned, report results based on the 3
best usable trials with observed limiggfong>

)
Figurel  Example of a Usable %ﬁ'\ugram
o
1.0 7 < _
& -'
> /
&
S "
Gf,_% 0.6
P 5
@b‘ £ 0.4
=]
o
@'21 0.2 - 7/
O EVI T
"\.Q 0.9 = — '
& “0.00 I o2s 0.50
=F New time zem
\-'6\ Time s
EJQ
=back extrapolation volume
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The expanded version of the early part of a subject’s volume-time spirogram, illustrating back ,;GGQ
exlrapglatmn through the sifeepest pa:rt of the curve, where flow 1s PEF rate, to determune the %(?
new “tume zero”. Forced vital capacity -4.291 L; EV —0.123 L (2.9% FVC): back .Q'Q
extrapolation line through PEF. ES\@
N

Between-Maneuver Reproducibility Criteria 6\.@

o
Pre-dose assessments {-\:5\

After 3 acceptable spirograms have been obtamned, apply the following tests: @.{2@

g
e The 2 largest values of FVC must be withun 0.150 L of each other Q

e The 2 largest values of FEV1 must be within 0.150 L of each c-th%b
_:,:b'
If these criteria are met, the spirometry testing for that time pﬂiﬂt@ conclude, however, if
possible, please continue collecting additional spirograms to a gaximum of 8 pre-dose and 5

post-dose attempts. The highest FEV) and the highest FVC @taj.ned at each testing fime point
(even 1f from different reproducible tracings), will ]ﬂﬁ cc-]]@'ed

If acceptability criteria are not met, continue tesl@ q,@ they are met or the subject cannot/

should not continue (maximum of 8 attemptsb DQ-
X

o
Post-dose assessments '@’
After 2 acceptable spirograms have b@ @_\ed apply the following tests:

e  The 2 largest values of FVC a@%thm 0.150 L of each other, and/or
e The 2 largest values c-fFE\%gfre within 0.150 L of each other
6@'
If these criteria are met, the sﬁ:}:]metly testing for that time point may conclude. The highest
FEV1 and the lughest FV(‘é_)btamed at each testing time point (even if from different
reproducible tracings), 5& be collected.
&

If acceptability/ cibility critenia are not met, continue testing until they are met or the
subject cannot/ dﬂauld not continue (maximum of 5 attempts).
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APPENDIX N, COVID-19 EMERGENCY MEASURES PERMITTED TO ENSURE %GQ
SUBJECT SAFETY \4‘?
,Q'Q
>

The following activities were implemented in order to ensure subject safety durning the glﬂbﬂ%
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 ris
Therefore, necessary emergency measures accepted during the mitial global lnckdm}%@aﬂ] be
pernutted to protect subject safety in the event that infection rates retum to levels r@irmg the
refurn of government or local restrictions on movement of people and goods. @g’

Any procedure performed outside the protocol specified requirements will Q&ocumented asa

protocol deviation. o
R
Visit Management: &
S
Delayed Visits o Out of window visits should be caafldered if 1t 15 necessary to
safeguard the health of the 5111:-@1 and site staff or enables an
on-site subject visit. (‘P
Q

o Ifaretumn tol @aﬂnuunredorthemtemonlnckdown
and cannot progess acfsit, if possible, visits should be re-
scheduled toéﬂl@ater as required to safeguard subjects and
site staff ?9 <

S5

o Ran ffdn: If a subject is in screening and cannot
compl randomization visit within 28 days due to local
CDVE?]Q lockdown restrictions, the screening period may be
exﬁ]edtﬂ a maximum of 9 weeks. In the event of an
q&ten&inn to the screening period >28 days due to COVID-19,

{..qhe following safety measurements should be repeated in

QQG advance of randomization: safety laboratory assessments, ECG

&’  wvital signs, concomitant medications, and medical/surgical

history.

¥

o Visit 6/Week 24: All efforts should be made to complete the
associated assessments in the climie, even if this 1s visit 1s
delayed. If necessary, while waiting for the time to complete
this wisit, an unscheduled call and drug dispensing should be
done to ensure the subject has sufficient IP durning this time.
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Remote Visits

o Where subjects have COVID-19 infection, the site 1s on

lockdown, local restrictions prolibit attendance, or similar, a
telephone visit should be completed. All assessments
performed should be documented in the same way they would N

if the visit would have happened on site. &

S

Before a remote visit 1s performed, verbal consent mus
obtained and documented in the subject’s medical ngg® to
ensure that the subject understands the implicationg~of
confinung in the study when face-to-face vist q?é temporarily
not possible due to COVID-19 restrictions. possible, the
mvestigator should ask the subject to cnn;ﬁ;ﬁn their agreement
m writing etther by email or via a letter_&lé}here multiple m-
clinic visits will be nussed, written cegsent of the subject will
o

be required.
&

If a remote visit 1s completed@?i it 15 considered appropriate

and safe to continue IR, thig#ould be dispatched direct to the

- R R
subject by mmeroo R

Randomizati sﬁgﬁaﬂnﬂt be conducted remotely and
therefore suby 9 screening who do not wish to attend an
on-site v shotlld be screen-failed as “withdrawal of
consng:’ Q;ﬁ}

o
RemoteK loseout Visits where necessary for sites that have no
d patients.

LY

Subject o ,ﬁhere repeated visits are likely to be missed, the site should
Discontinuation §" discuss with the subject and consider ongoing treatment
4;.? options. Where a subject does not wish to attend further clime
fa} visits, a PDV wisit should be scheduled and consent should be
g‘g requested to perform continued remote follow-up of the subject
ézg'z' “off treatment on-study™ m line with global amendment 1.
2
Shipme Drug Subjects should provide verbal consent via a telephone call to
from §ife to Subjects use their personal details to complete the site-to-subject
K3 shipment request. Consent must be documented 1n the subject’s
x,é\ medical records and preferably confirmed in writing via an
&@Q‘ email or other written means (eg, via post).
be-:.?‘
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Safety Labs

o

Where central analysis 1s not possible, local testing 1s
permutted. Lab normal ranges would need to be made available.

In the event that routine safety lab tests are missed due to
temporary mability of subject to get to site due to CDVID—I%,}':’
an unscheduled lab should be done at the subject’s next clg.ic
visit if possible.

Spirometry

The mvestigator should request confirmation fromt$e subjects
that they are not aware of having been exposed OVID-19
that they are not currently infected or infecticwg and should
exercise their medical judgement with respegt to this
mformation prior to conducting spi.romag's} assessments. Sites
should continue to follow hygiene ancg(ﬁeamng gmdance
within the manuals fo numimize pg\s‘ﬁ)le cross-contanunation.

Subjects with
confirmed
COVID-19 infection

If a subject has confirmed C%@]—l? this 1s to be reported as
an AE/SAE but 15 ﬂﬂjp&t,éé% reason to withdraw the subject.

The investigator ﬁﬂdﬁiﬂrﬂﬂﬂe whether the subject’s IP
should contin #Xerrupted, or stopped 1n accordance with
the Clinical §hidy|Protocol

O
The i ?ﬁr‘? should continue to reassess the benefit-nisk of
contintedggudy involvement for a study subject nfected with
CcO . In-clinic visits for this subject should only re-
mmﬁ_]ce once the infection has resolved and the subject 1s no
I@Er considered to be infectious.
&

ctﬁ:nr new subjects previously identified as COVID-19 positive,

a retest must be performed after resolution of symptoms (1f
present). The subject can only be considered for enrollment
4 weeks after having a negative result.
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