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1. STUDY DETAILS

1.1
1.1.1

Study objectives

Primary objective

Avillion

Primary Ohjective:

Primary endpoint:

To determine and compare the systemic
exposure of budesonide after single-dose
administrations of BDA MDI and
Pulmicort Respules.

AUCO-t and Cmax

1.1.2 Secondary objective

Secondary Objective:

Secondary endpoint: 0‘:‘

To determine and compare other PK

tmax, tlast, t%2Az, Az, CIasgﬁd AUCO-inf (if
feasible)

To assess the safety and tolerability of
BDA MDI and Pulmicort Respules

parameters for budesomide delivered by {%
BDA MDI and Pulmicort Respules djb
1.1.3  Safety objective é;@q
A
Safety objective: SafepQengdgbints
[

AE: adverse event; AUCO-inf: area under the pla
area nnder the plasma concentration-time curv
MDI: budesonide/albutercl sulfate metered-d

ation-time curve from time zero to infinity; AUCO-t:

zero to time of last quantifiable concentration; BDA
; Clast: drug concentration at last observed (guantifiable)

timepoint; Cmax: maximum observed plasma c@utraﬁﬂn; PK: pharmacokinetic; SAE: serious adverse event.

tlast: time of last quantifiable plasma concen
thahz: half-life associated with terminal sl

1.1.4 Exploratory uhjenﬁ-‘\b

on; tmax: time to reach maximum observed plasma concentration;
3z) of a semi-logarithmic concentration-time curve.
g

Exploratory objectives are Q&{:]lamed for this study.

1.2

Study dg&v,n

This is a randmmﬁd, multicenter, open-label, single-dose. 2-way crossover study to compare the

systemic ex;

;:Q&[e of budesonide delivered by the combination mhaler (BDA MDI 160/180 ug)

with Pu].mé&?n Respules 1 mg. The study consists of a screening visit (Visit 1) and 2 treatment

visits

it 2 and Visit 3). Randomization takes place at Visit 2. A follow-up (or early

wi@rawal, if applicable) telephone call (T'C) will occur 2 to 5 days after the last dose.

&

¥
bocSee Figure 1 for a graphical presentation of the study design and Table 1 for a list of study

8

assessments, as per protocol.
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Figure 1: Study schema
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Table 1: Study assessments and procedures

Avillion

Screening Open-label Treatment Follow-up or early
Period Period withdrawal
Visit 1] 2 ) 4-TC
They Starting from 1 2 to 14 days 2 to 5 days after
Day -14 after V2 V3
Informed consent/assent X
Eligibility criteria X e
Re-check eligibility criteria X rﬁf;"’
Randomization x ‘39‘:‘
Romntine clinical procedures oo
Medical/surgical history X e
Demography X (\d‘
Physical examination X h;g'»""
Height, weight, and BMI X ..f"v
Routine safety measurements ,§a
Laboratory assessments (including L o
local laboratory cliqica] c}lﬁnﬂsn}'. X M &
hematology. and urinalysis) a Rl
AEs and concomitant medications X M ) ] X
Seated vital signs (blood pressure % (’/0 ] DQX 5
and heart rate) v A ,‘5}
Placebo MDI training « &M
Nebulization fraining {}.% i
Randomized IMP 2 X X
NG il A total of 10 samples
(:@' will be taken per
(\"51 treatment visit at
Blood sampling for PK - Timepe,fﬁ"fs pre-dose and at 10, 20,
& 40, 60, 120, 240, 360,
q’\}Q 480, and ’.’E_i] min after
0 dosing.

AE: adverse event; B@! body mass index: IMP: investigational medicinal product; MDI: metered-dose inhaler:
nacokinetic; TC: telephone call; V: Visit,
sments (clinical chemistry, hematology and nrinalysis) will be performed according to Clinical

min: minute; PE;
a Laboratory a

Study Prot CSP), Section 6.3.1.
b Vital =igf® will be assessed af the beginning (pre-dose) and the end (post-last PK sample) of each study visit.
¢ Traighle for placebo MDI will occur at Visit 1 and the placebo MDI will 2o home with the child for additional
traj@hg prior to randomization.
¥

o

L
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1.3 Number of subjects

The target population will be male and female children with asthma, 4 to 8 years of age.
Approximately 28 children will need to be screened, assuming an esttmated screen failure rate
of 50% pnior to randomization in order for 14 children to be randomized and 10 to complete.
At least 4 cluldren should be randomized in the age range of 4-5 years. Children who do not

s \'}é\
1.3.1 Randomization &%
At Visit 2, eligible subjects are randomized (1:1) to recerve 1 of 2 treatment sequence@?BDA
MDI 160/180 / Pulmicort Respules or Pulmicort Respules / BDA MDI 160/180). Q_’\&
Randomization 1s stratified by study center, so that all subjects can be rec:mltcgth a single
study center if needed. (\

&°

1.3.2 Sample Size Calculation 4@(\
MNo prospective calculations of statistical power have been made. @che study 1s descriptive
with no formal hypothesis tests. complete data (evaluable d.ati\ﬂom both BDA MDI and
Pulmicort Respules) from 10 children is considered sufficigt to provide estimates of the PK
parameters in this population without exposing maQeJ‘c: than necessary to the IMP.
Results will be mterpreted in the perspective n sﬁﬂmﬁve nature of the study.

(’/ W©
2. ANALYSIS SETS A_ND R COL DEVIATIONS

21 Definition of analy. m&e@\}
2.1.1 Pharmacokinetic {P]%ﬁ\llah sis set

The PK analysis set will consi 6?3]1 randomized children for whom at least 1 of the primary
PK parameters (AUCO-t ) can be calculated and who have no important protocol
deviations impacting the @Erpmtation of the PK data.

N
Children who do nctt_’ﬁovlde evaluable data for both treatments (BDA MDI and Pulmicort

Respules) will b@xcluded from the analysis of vanance (ANOVA).

¥
Any exclu@ cases will be documented together with the reason for exclusion.

Pmﬁ@belongmg to the PK analysis set will be summanzed and analyzed according to the
ent that was administered at the specific visit. Any treatment errors will be documented

\}& protocol deviations. All PK summaries will be based on the PK analysis set.

N @b&
L

2.1.2 Safety analysis set

The safety analysis set 1s defined as all children recerving any amount of randomized
treatment.

CONFIDENTIAL AND PROPRIETARY 11 of 30
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Occurrences of safety events (12, AEs and use of concomitant medication) will be summarized
under the actual treatment corresponding to the treatment period of which the event occurred.
All safety summaries will be based on the safety analysis set.

S
213 All subjects enrolled analysis set Ny

The all subjects enrolled analysis set will be defined as all children who provide mformed Qéb
assent and whose parent(s) or legally authorized representative(s) (LAR) have provided é\
informed consent. This analysis set will be used for descnptive summanes of d:lspﬂsmﬂ%\q’

’\‘?GQ
The all subjects randomized analysis set will be defined as all children who havgieen
randomized to a treatment sequence. This analysis set will be vsed for hstm&énd descriptive

214 All subjects randomized analysis set

summaries of demographic variables. ,5}0
Subjects will be listed and summanzed according to their randomiz&#geatmmt seqUence.
L

v
2.2 Protocol deviations {\d‘
A protocol deviation 1s any change, divergence, or : q}nm the study design or
procedures defined in the protocol. Major protoc @hons are defined as a subset of
protocol deviations that may significantly aff pleteness. accuracy, and/or reliability
of the study data or that may significantly a&t.ﬂl@?uhject's rights_ safety, or well-being.
Important protocol deviations (IPDs) of major PDs deemed to impact the

pharmacokinetics or the safety pro ]gi'smd},r_ Minor PDs are the protocol deviations
which are neither major nor impurtan‘tb(\cb

Subjects must meet the eligibali &tena assessed dunng screening, to be randomized to
treatment. The list of inclusioqﬁmd exclusion critenia are provided in the protocol. Eligibality
criteria not met are col on the electronic case report form (eCRF). Any children who do
not fulfil all the eligibil@®¥ criteria, but they are subsequently randomized in error and children
who are emmus;paudomjzed will be identified as IPDs. Other IPDs may be identified by

the sponsor pm@ the primary database lock.
~F

A per pméé@l analysis excluding subjects with IPDs is not planned.
o
M
3. 6\\.}9 PRIMARY AND SECONDARY VARIABLES
<§ 1 General Definitions
bd:' 3.1.1 Screening period

L& Screening assessments are collected at Visit 1 (see Table 1). Any re-screening assessments
that may occur (see 3.5.3) will be collected at Be-Screening visit.

CONFIDENTIAL AND PROPRIETARY 12 of 30
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3.1.2

Subjects will be randomized to a particular sequence and will receive the first treatment 1n
their sequence at Visit 2 and second treatment at Visit 3. Period 1 corresponds to the results

Crossover periods

collected at Visit 2 and Peniod 2 corresponds to results collected at Visit 3. The below table
represents planned treatment group assignment based on randomized sequence and crossover o
period. @@QQ

Randomized Treatment Planned treatment group &\&J\}

Seguence - . \‘0

Period 1 (Visit 2) Period 2 (Visit 3) {Cl
..&\
BDA MDI 160/180; BDA MDI 160/180 Pulmicort Res;&f-’t
Pulmicort Respules (\d\
(%)
Pulmicort Respules; Pulmicort Respules BDA l@i 160/180
BDA MDI 160/180
,&"5
Pulmicort Respules is administered as a single dose of 1 mg. t
{\
G

3.1.3 Derivation of PK parameters 4 cp-\

Plasma samples will be analyzed using non-

tal analysis (NCA) to determine the

PK parameters (AUCO-t, Clast, Cmax, tmaxéhsg&ﬁ t¥2hz, and AUCO-1inf [if feasible]) of

budesonide in plasma.

A separate PK analysis plan, author@%
specifications of the PK parameters

@
0?" Dﬁ
@t‘ PK speciahists, will contain the denivation

delivered to-

¢
N

The derived PK parameters rece@@d from the PK specialists will be mapped to SDTM.PP,

which will subsequently be

for programming data lisgy
K
3.1.4

Plasma conc

ed to ADAM ADPP. The latter analysis dataset will be used
and descriptive summaries of the PK parameters.

Relanibqjﬁne from first dose of randomized treatment
ons of budesonide will be measured in blood samples taken at planned

timepoints .@e Table 1). The actual timepoints with reference to the time of first dose of

rando
S

treatment will be calculated separately for each visit (Visit 2 and Visit 3) as:

[Reﬁ%ve time from first dose (minutes)] = [actual time of blood sample (hh:mm)] — [time of

@\st dose (hh-mm)].
S

bcp Times of blood samples and time of first dose at the scheduled visits will be recorded on the

<P CRF atsite.

CONFIDENTIAL AND PROPRIETARY
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3.1.5 Visit windowing

Due to the design of this trial, there will be no visit windowing applied. Any unscheduled

visits which may occur will not be used in analyses, however all data will be listed where

appropriate. Qp‘:‘

Q‘“

Delayed visits due to COVID-19 should be considered in the analyses 1f 1t 1s necessary to Q

safeguard the health of the subject and study center staff or enables an on-site subject visit. é\
¥

If a retum to lockdown 1s announced or the study center 1s on lockdown and cannot pmcé?a
visit, if possible, visits should be rescheduled to earhier/later as required to safegua:d.@_]ects

and study center staff. {\
1@
3.1.6 Imputation rules d\e'
The following imputation rules will be applied to the raw data in order tlaﬂable the PK and
Safety analyses. 4@
&
3.1.6.1 Missing date/time imputations &@

When determining whether concomitant medication or advqg% event emergence 1s pre- or
post-randomized treatment, the following imputati?zd\m@; will be applied.

K
Partial end date OC?Q@Q
& 5O
1. If missing day [--/'mm/yyyy] thcnigﬁpeé' as minimum {the end of the month, end of
study participation}. Q/O
2. If missing month [—/--vyvy] t]{@ mmpute as minimum {[31/12/yyvyy]. end of study
participation} . q:_z'
3. If completely missing, tt@ set to end of study participation.
: 3
Partial start date &

QO

1. If missing daﬁ?fmmf}r}r}r}r] then impute as the minimum of:
. o 1s the same as the dose date of BDA MDI then set to dose date of
FBDA MDL. else if mm/yyyy is the same as the dose date of Pulmicort Respules
,,:& then set to dose date of Pulmicort Respules; else set to 0 l/mm/yyyy
& (‘ » End date of medication/ event (after partial date handling has been applied).

@) If missing month [--/--/yyyy] then impute as the minimum of:

@Q o If yyvy same year as BDA MDI then set to date of BDA MDI dose; else if
d.}'){\\ vyvy same year as Pulmicort Respules dose date set to dose date of Pulmicort
_\?’b Respules; Else set to start of the year [01/01/yyyy].
A& * End date of medication/ event (after partial date handling has been applied).

3. If completely missing, then impute as the minmimum of:

CONFIDENTIAL AND PROPRIETARY 14 of 30
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* Date of first dose of BDA MDI, unless missing then date of first dose of
Pulmicort Respules.
* End date of medication/ event (after partial date handling has been applied).

.
The end of study participation 1s defined as the date of the follow-up TC. ©

o
Additionally, AEs will have the start and end time collected. The following imputation rule @QQ
will be applied to missing or partially missing times. \}é\

Partial end time 0‘:‘
Sy

1. If missing minute [hh:--] then impute as hh:59. Q_-P'
2. If completely missing, then impute as 23:39. S

Partial start time %{;\

1. If missing minute [hh:--]. then: )3
- If start date and hour are the same as the dose daw‘qg}i hour of the randomized
treatment, then set to the time of dosing. cﬁ_\o
- Else set to hh:00. QS
2. If completely missing, then: CP (ﬁ"
- If start date 1s the same as the d@%ﬂ?oof the randomized treatment, then set to
the time of dosing. O &

_ OF
- Else set to 00:00. Q_{o N

Collection of the start and end ﬁme\'&ﬁ:}t planned for concomitant medications. This
imputation method 15 defined to <@blﬂ: the classification of adverse events and concomitant
medications as pre- or pnst—trqﬁl;ment for reporting in summary tables. The above imputation
process will additionally gn the occurrence to the BDA MDI treatment group, unless it can
be unequivocally d otherwise, based on the partial information collected. The raw,
ongmal dates will @?msented in any listings produced.
&

31.6.2 Imﬁtaﬁun of plasma concentrations

Plasma coqﬁtratiﬂns below the lower limit of quantification (LLo(Q)) that are reported as

“fiLL%}p or “<LLoQ" in the database will be handled as follows;
o

If¥hey occur after the first quantifiable concentration within each visit-specific concentration
~’::."{‘}:roﬁle:, then they will be set as missing for the calculation of the descriptive summary
bd-" statistics. Else 1f they occur prior to a quantifiable value, or no quantifiable value 1s provided
/Qé\\‘?’ within a visit-specific concentration profile, then they will be set to 0 for the calculation of the
descniptive summary statistics. The onginal value will be histed.
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3.2 Primary endpoints

The following PK parameters are of key interest for evaluating the systemic exposure of
budesonide after single-dose admimistrations of BDA MDI and Pulmicort Respules.

L
W©
¢  AUCO-t: Area under the plasma concentration-time curve from time zero to time of “&é\
last quantifiable concentration @QQ
&
* Cmax: Maximum observed plasma concentration ‘K%\}
. (‘
3.3 Secondary endpoints 0

S
&
In addition to the above, the following parameters will be calculated to further séﬁ'css the

pharmacokinetics of BDA MDI compared to Pulmicort Respules: (\D

)

oy
s tmax: time to reach maximum observed plasma concentration %i;@

-4
s tlast: time of last quantifiable plasma concentration ‘@6“
O
L
e tl4hz: half-life associated with terminal s]ope (Az) semi-logarithmic
concentration-time curve! Ql‘
c‘P R
* Jz:terminal elimination rate mnsm&@ O
O

¢ (last: drug concentration at Ib@%&@ﬁ)smed (quantifiable) timepoint

<&
¢  AUCO-nf: area under the pla&@?b concentration-time curve from time zero to infinity’

! Feasibility of endpoint pmws‘li(@vﬂl be determined by the PK specialist vendor.

&
3.4 Safety variahdes

341 Vital 51gn%)Q

The following w@&gns measurements will be collected at screeming Visit 1 and before dose
and after the l@%lood sample 1s taken at Visit 2 and Visit 3 as per Table 1.

,&
. Sulse rate (beats/min)

M
&
. &6\\} Systolic blood pressure (mmHg)
@
\}& Diastolic blood pressure (mmHg)

Any climcally significant changes in vital signs are recorded as an AE if applicable.
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3.4.2 Adverse events (including Serious Adverse Events)

3421 Definition of adverse event
An AE 1s the development of any untoward medical occurrence in a subject or clinical study

subject administered a medicinal product and which does not necessanly have a causal Qp(\
relationship with this treatment. An AE can therefore be any unfavorable and umintended sign \b@
(e.g.. an abnormal laboratory finding), symptom (e.g.. nausea. chest pain), or disease QQ
temporally associated with the use of a medicinal product, whether or not considered relamt\i)é\
to the medicinal product. !\t’

(‘

The term AFE 1s used to include both serious and non-serions AEs and can include a(\“-':;‘
deterioration of a pre-existing medical occurrence. An AE may occur at any ti.lxwiﬁ%:lcluding
the screening peniod, even if no randomized treatment has been admjnisteregd\

)
A treatment-emergent adverse event (TEAE) is defined as an AE with g 'it (start date/time)
on or after the first dose of randomized IMP at Visit 2. Any AEs oc@ﬁug in the washout
between successive treatment periods will also be regarded as tri&nent emergent and
assigned to the treatment administered in the period prior to & washout.

&

3.4.2.2 Definition of serious adverse event QJ‘ Qéb
An SAE 1s an AE occurnng durnng any study e((?e after the signing of the informed
consent/assent through to the safety fu]ln‘t:a&&’ that fulfills 1 or more of the following
criteria:

S s°

Q- >

e  Results in death
¢ [s immediately life—th:eatenm&{.

» Requires in-patient hnsplta]:&tmn of prolongation of existing hospitalization
» Results in persistent or sﬁuﬁcant disability or incapacity
s Is a congental abﬂn@a.hty or birth defect

e Isan mpﬂrtﬂn}g‘,&dlcal event that may jeopardize the subject or may require medical
mterventmn&) prevent 1 of the outcomes listed above

All SAEs \@\Be identified by the investigator and entered in the eCRF. The ‘Serious?’ field
will be s,g&o

3. 4@‘3 Collection of AEs and SAEs

s and SAEs will be collected from time of signature of informed consent/assent. through

bdj} the safety follow-up TC.
N
L& The following variables will be collected on the eCRF for each AE:

s AE term (verbatim)
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¢  Date/time when the AE started and stopped
- DD/MMM/YYYY
- HHMM
¢ Maximum severity
- Mild
— Moderate
— Severe

*  Seriousness

— Yesorno
» [nvestigator causality rating against the randomized treatment (\d\
— Yesorno .@0
@(\
¢  Action taken with regard to the randomized treatment _{1
— Dose not changed &@Q
— Dose increased ‘;GGQ
— Dose reduced Q‘i‘ Q{x@
—  Drmug interrupted Q@Q
_— S 5
— Drmug permanently discontinued é &"b
—  Not applicable X O
ot applica Q/Q \g\g\

¢ QOutcome
— Recovered/resolved Ql:.z'

- Recnveriug.n"rcsolving‘\((@
o

- Recnveredfresolv(d%ith sequelae
— Not recover t resolved
— Faal O
&
=
>

3424 1,il.ﬂ-‘ersae events data handling

Avillion

O
Adverse®vents will be reported as starting duning screening if the AE start date/time 1s prior

tn\ t dose of randomized treatment taken at Visit 2.
o
@
Q@Advcrse events will be considered as treatment emergent 1f the onset date/time

15 on or after

bd-" the first dose of randomized treatment at Visit 2. Any AEs occurring in the washout between
® successive treatment periods will also be regarded as treatment emergent and assigned to the
<Q

actual treatment admimistered in the peniod prior to the washout.
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If an AE has a missing onset date/time, then, unless the stop date/time of the AE indicates

otherwise, this will be considered as treatment emergent. Similarly. if an AE has a partial

onset date/time, then unless the partial onset date/time or the stop date/time indicates

otherwise, this will be considerad as treatment emergent. AEs will be represented under the o
actual treatment group the AE start date/time was preceded by, if it cannot be unequivocally cﬁ‘.\-@
determined based on partial date/time collection, the AE will be summarized under the BDA (5*\

MDI treatment group. @Q
&

Please refer to Section 3.1.6 for the imputation rules to programmatically determine the S

classification of AEs when there is partial start and/or stop dates recorded. %00
N

)

343 Laboratory Safety Variables d\z-'P'

Samples for determination of clinical chemistry, hematology. and urinalysgfwill be taken at
Visit 1 and at unscheduled visits, if required, as indicated in Table 2. q};;@

-4
Addirional safety samples may be collected if clinically iudicated;ﬁ'ﬁhe discretion of the
Investigator. {\&
o

N
The clinical chemistry, hematology, and urinalysisg®¥scggiients will be performed using a
local laboratory. Sample tubes and sample 512&@? v depending on laboratory method

used and routine practice at each study cent 2©
YOS
Table 2: Laboratory Safetv Variab ,;q\o
Hematology/Hemostasis (whole blood) ﬁ@‘:}' Clinical Chemistry (serum or plasma)
Basophils (%) W Albumin
L)
Basophils Abs 6@. 3 Alanine aminotransferase
Eosinophils (%) ‘}& Alkaline phosphatase
Ensinophils Abs CPQ Aspartate aminotransferase
Hemoglobin q’é? Bilirubin, total
M
Hematocrit o~ Calcium, total

hean Corpusculd Hemoglobin Chloride

Mean Co ular Hemoglobin Concentration Cholesterol, total
L%
Meax\kéﬂi'plmcular Volume Creafinine

%ﬁucjﬁes (a)

Creatine kinaze

~”::.'éet‘«/[cmu:n: ytes Abs

Gamma-ghitamyl transferase

Meuntrophils (%4) Glucose (random)

Weutrophils Abs Magnesivm

Red blood cells (erythrocytes) Phosphate
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White blood cells (lenkocytes) Potassinm

Platelet count Protein, total

Lymphocytes Abs Sodivm

Lymphocytes (%a) Triglycerides

Urine*

Urine blooad

Leukocyte esterase

Urine protein
&

Urine ghicose

Nitrite @

Abs: absolute oo
*If leukocyte esterase is detected, the site should send the sample for culture, IT abno: levels of blood or
protein are detected, the sample should be sent for microscopic examination. __{b’

)
35 Other variables ‘@Q
O

3.5.1 Prior and Concomitant medications ;\\00
The collection and recording of all concomitant ulw including all pre-enrollment
asthima therapies, are performmed at each of the s{ﬁ% visits as detailed in Table 1.

- . SO B
All medications taken within 3 months be@e &@H 1 will be recorded as prior medications.
Any medication taken on or after Visj 0?@][01@[1 the follow-up TC will be recorded as
concomitant therapy. All medi-:atimﬂl %]&ﬁr and concomitant) will be recorded on the eCRF

throughout the study. 52.9

{l_

Disallowed medications will b #éntiﬁed by a physician on review of the data which will be

completed prior to databas @k, All identified medications which are disallowed will be

considered for flagging @ln IPD during the protocol deviation reviews, prior to database

lock. q’“}Q

\0

If a concomita edication 1s recorded with partial start date and/or end date of

adminisnm@, a conservative approach will be considerad such that unless it can be

unequiv@'l]y determined that the medication started and ended prior to the first dose of

raud@zed study drug, based on available information from the partial date(s). the

mgfcation will be classified as concomitant. To facilitate this decision-making process
~~}&r:-gmmu:natti::a]lj,n the imputation process defined in section 3.1.6.1 will be considered.

X
.&b 352 Withdrawal from study
N

Eeasons for premature withdrawal from the study for randomized subjects are collected on the
eCRF and include the following fields:
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L

Subject decision

Adverse event

Severe non-compliance to protocol
Condition under investigation worsened
Subject lost to follow-up

Investigator decision \}é\
Study terminated by sponsor &
Death '{:'(\
Consent withdrawal 4

Other d\.z'

Randomized subjects who withdraw prior to Visit 3 are asked to cnmplc&an early withdrawal
TC (see Table 1). 4@

&

Subjects who withdraw prior to randomization, or are lost to fogo?v—up following Visit 3 (1e.
the safety follow-up call) will have their end of study statu%cﬁlected in the eCRF under the
following fields: =\

<&
Ad @QQ
. verse event o
&5
s Death ?Q &
O
¢  Lost to follow-up Q{(,O @;\S\
»  Physician decision §~°Q’
®  Protocol deviation 6&""
s  Screen failure 65’
s Site terminated by sp
s Study te:rmmatedb@ sponsor
*  Withdrawal l&“sub_]ect
. W1thd:mw§’by parent/guardian
*« Non hance with study drog

@'&r (specify)

Q& 5.3 Screen Failures

Screen failures are subjects who do not fulfill the eligibility criteria for the study, and

therefore must not be randomized. These subjects should be recorded as a *Screen Failure’ on

the disposition eCRF page. Subjects who are screen failures may be re-screened once 1f
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temporary reasons for the original screen failure (eg, respiratory infections, asthma
exacerbations, episodes of unstable asthma) have resolved.

If a subject 1s in screening and cannot complete the randomization visit within 14 days due to
local COVID-19 lockdown restrictions. the screening period may be extended to a maximum

of 6 weeks. In the event of an extension to the screening period =14 days due to COVID-19,

the following safety measurements should be repeated in advance of randomization: safety @Q
laboratory assessments, vital signs, concomitant medications, and medical/surgical histor{%\}
Where a subject does not meet all the eligibality criteria but 1s randomized 1n error, o&q‘:‘o
incorrectly started on treatment. the investigator should inform the medical mom

immediately, and a discussion should occur between the medical monitor and @ investigator
regarding whether to continue or withdraw the subject in the study. The mc@.ﬁ?al monitor must

ensure all decisions are appropnately documented. All subjects ran izt erroneously will
be marked as major PDs, considered as IPDs and will be analyzed in4Pcordance with the PK
and Safety analysis set definttions (Section 2.1). t@’\%
O
4. ANALYSIS METHODS QLGQ
A P
4.1 Statistical Considerations (-P @QQ

Analyses described within this Statistical @{@9%}@@ will be performed by ||| G
O &

The study 1s descriptive. There are no, ed statistical hypotheses and/or decision rules.
& &

4.1.1 Treatment groups ész‘

Descriptive summaries and anal \Irof endpoints listed below will be grouped by treatment.

As subjects will recerve both ggMDI 160/180 and Pulmicort Respules, they will be

represented by the treaﬂegt%e}r receive at each visit. Therefore, post-randomization analyses

of endpoints will not b ken down by visits, since visits will be mutually exclusive per

subject and their d{ treatment combinations.

O
Unless stated @%rwise, listings will be grouped by randomized treatment sequence and visit.

@

4.2 kq@inal}-'sis methods

A]l@sgjects who are part of the PK analysis set will be analyzed according to the actual
Eétment they recerved. Any subjects who are erroneously randomized will be identified as

Q’Qﬂﬂjnr PDs, considered as IPDs and listed in the CSE.

Unless otherwise stated, descriptive summarnies of continuous endpoints will include: The
number of subjects included in the analysis (n); Mean; Standard Deviation; Median;
Mimmum; Maximum. Summanes of categorical endpoints will include the absolute counts
and percentage, with the denomunator used in the percentage calculation clearly defined in the
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footnote of the table. Unless stated otherwise, the denonunator will be the number of subjects
in the analysis set used for the descniptive summary.

4.2.1 Subject Disposition

Subject disposition will be summanzed for all subjects who have been enrolled and have
provided informed consent/assent. The number of subjects who were enrolled. screened and
screen failed will be summarnized. The number and percentage of subjects will be presented
by the following categories; randomized, included in PK analysis set. included in Safety ‘K%
analysis set, not randomized (and reasons), randomized who recerved study treatment, (\
randomized who did not receive study treatment (and reasons), completed, and d:lsc@%n ed
the study (and reasons). For categornies that are post-randomization, summaries Eﬁ be further

split by randomized treatment sequence and overall. S
L
)
All randomized subjects who were discontinued prematurely will be hsﬁ by randomized
treatment sequence including date of, and reason for study d:ls-:onn.c&i‘hl

A separate listing will display the planned treatment sequem:e(@d the actual treatment
received for all randomized subjects. "bo

\b
Additionally, subjects in the safety analysis set Ega % excluded from the PK analysis set
will be listed and will include the actual HWQ};&M& and reason for exclusion.

C’ .
Moreover, data excluded from the P @ﬁ set will be listed separately for all subjects

the PK analysis set, including acmaﬁegﬁeﬂt and reason for exclusion
+F
4.2.2 Demographic and B ?.ine Characteristics

The following demographics subject characteristics will be collected at Visit 1 and Re-
Screening visit, if appucabg?*

¢ Age (years) '-::“}Q
O

* Height (cm)

¢ BMI (kg/m?)
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These variables will be summanzed by randomized treatment sequence and overall for all
randomized subjects. This summary will be re-produced for subjects in the PK analysis set.

Additionally, the vaniables above. along with randomized treatment sequence and country, N
will be listed for all randommzed subjects. W©
N
4221 Medical history @QQ
A standard medical, disease, and surgical history will be recorded on the eCRF at Visat 1. Tg@
results of the physical examination at Visit 1 and at unscheduled visits, if applicable, wﬂ&%
documented in medical history for each subject. Any new or aggravated climcally r
abnormal medical physical examination finding compared to the baseline assessﬁl\ will be
reported as an AE.

General medical history will be categonized mnto past and current medicpgﬁstor_v_ Current
medical history will be defined as a condition that 1s either classified &%%n—going or ending
after the screening Visit 1. @@\

&
Medical, disease and surgical history data will be listed by i}ﬁ?{:t including randomzed
treatment sequence, Medical Dictionary for Regulatdry Q@viﬁes (MedDRA) System Organ
Class (SOC), MedDRA Preferred Term, start Wp date (or ongoing if applicable) and

category (past, current). (’/0 o
Partial dates for the above calculatlﬂns@g{@ﬁndled as per section 3.1.6.
'?}
4.2.2.2 Asthma history _(\Cb

Asthma history will be listed wpmzé} by subject and will include randomized treatment
sequence, date of asthma diag:.c@ asthma diagnosed by clinician for at least 3 months prior
to Visit 1 (Yes, No), any Hf«:ﬁé&at&ﬂng asthma episodes prior to Visit 1 (Yes, No). upper
respiratory infection invo antibiotic treatment which was not resolved within the 14 days
prior to Visit 1 (Yes, ]ﬁi and associated conditions / tnggers / allergies.

a@'
4.2.3 Treaﬁent Exposure
Treatment @gme and dosing mnformation will be collected on the eCRF and will be listed
for all s@cts in the safety analysis set, including dosing date/time, treatment, total dose,

mrer@h (Yes, No).

6@% 4 Protocol deviations

bd-' All randomized subjects with protocol deviations will be listed by randomized treatment
/Qé‘\?’ sequence, date, visit (if applicable) and reported deviation term and will be sorted by major

and munor, with an indication on whether or not the deviation was considered important (Yes,
No).

CONFIDENTIAL AND PROPRIETARY 24 of 30



Statistical Analysis Plan Avillion
AVO06 1.0

A separate listing including only the COVID-19 related PDs will be produced.

4.2.5 Pharmacokinetics (PK)

The complete PK analysis. denivation and presentation of the associated PK parameters wall
be described in the PK analysis plan and will be performed by the PK specialists.

The PK listings and summanes described below will be reconciled and compared with the é\@Q
findings from the PK report. k%\'}
Plasma concentration and PK parameter summanes will be based on the PK analysis-@_
Individual plasma concentration and pharmacokinetic parameter listings will be on the
safety analysis set. J\'7(2»
O
L
4.2.5.1 Analysis of the plasma concentrations . ,;}D
A listing of the actual PK blood sample collection times, and all r le budesonide

concentrations will be provided for all children in the safety ml@éset. Plasma
concentrations outside of the quantification range will be prcscﬂit‘d as NQ (Not Quantifiable).
Concentration data will be presented to 3 significant figureg®s received from the
bioanalytical laboratory. Q-k Q@Q\

Plasma concentrations of budesonide will bféfl:lc?@;’;ed by treatment and nominal
timepoints using the following desc:nptw@iiﬁ

¢ n: Number of evaluable Dbﬁﬁ%&ﬁ in the analysis
L
A
¢ - Number of obsewaﬁnn%&lﬂw the lower limit of quantification (LLOQ)

¢ Mean: Anthmetic m@ﬁﬁs’calculated using untransformed data

L
s SD: Standard ation calculated using untransformed data
-]
=0
¢ gMean: (@ﬂmetnc mean, calculated as exp[m]. where m = mean(log-transformed
data) 5°

-
s ,@@V%: Geometric Coefficient of Variation, calculated as 100 V [exp(s*2)-1]. where s

@Gais the standard dewviation of the data on the log scale
'.\
o

Q{x\@ * Median: Median calculated using untransformed data

N @b&
L

¢  Min: Mmimum value of the untransformed data

¢  Max: Maximum value of the untransformed data
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NQ observations at any timepoint will be handled as per the rules defined 1n Section 3.1.6.2.
Any NQ observations imputed as 0 will be excluded from the calculation of the geometric
mean and the geometric coefficient of vanation.

As per the PK analysis plan, at least 66% of observations within the quantification range are

required at each timepoint for the descriptive statistics to be calculated. Otherwise the
statistics will be set as NC (Not Calculable) and only the munimum and maximum will be
presented. 5\%\}

Descriptive statistics will be presented to 4 significant figures (sf’s) with the exceptm@‘ﬁf the
minimum and maximum which will be presented to 3 sf’s and gCV to | decimal _@

4.2.5.2  Analysis of the primary PK endpoints (\d\
The primary endpoints; AUCO-t and Cmax (Section 3.2) for budesonid@@ﬁl be compared
separately between treatments with an ANOVA model using the ﬂan@n garithm of AUC0-t
and Cmax as the response and treatment, freatment sequence, peq@ and subject within
sequence as fixed effects. Please see example SAS® code belogh

,&G
proc mixed data=maxfall method=REML; 4\ c@-

by paramod; \'!_\
class trtan trtsegan aperiod uEubj_d[trtaéA Q

model log aval = trtan trtsegan aperiod trtsegan) ;
LSmeans trtan / CL alpha=0.05; * Tr an &En‘] estimates with 95% CI;

LSmeans trtan [ diff CL alpha=0.1; n?‘ differences with 0% CI;

' ?" &
Least squares mean estimates from Qg'mﬁls will be back-transformed to provide the
geometric means together with 2-s1 % confidence intervals for each treatment group.

Also, geometric mean ratios betw z'test (BDA MDI) and reference (Pulmicort Respules)
treatments, along with the ass ed 90% confidence limits will be calculated from the
models. Moreover, the mntr ft&)je-:t coefficient variation (CV%) will be calculated as 100 x

[exp(MSE) —1]. wh@MSE is the mean squared error from the model.

The primary tteat@g]t comparison of BDA MDI versus Pulmicort Respules for the relative
exposure of b@somde will be conducted on the PK analysis set. Only subjects with

evaluable}:@measures from both treatment arms will be included mn the ANOVA.
)

Addl@.{;]]y the primary PK endpoints will be summarized descriptively as per (4.2.5.3, PK
eters).
&@
2 As this study is primarily descriptive in nature, there are no predefined statistical hypotheses
,Q{\\?’b and no predetermined tests or decision rules for the aforementioned analyses.
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4.2.5.3 PK parameters
A listing of the denived PK parameters will be provided for all chialdren in the safety analysis
set, including treatment and visit, where: Cmax will be presented to the same number of
significant figures (sf’s) as received from the bioanalytical laboratory; AUC0-t and AUCO-inf
will be presented to 3 sf's; Az will be presented to 4 sf's; tmax, tlast and t}2Az will be
presented in hours with 2 decimal places.

Additionally, the PK parameters (See 3.2 and 3.3) will be summanzed by treatment usm%\gb}
following descriptive statistics:

&

q}
¢ n: Number of subjects in treatment group -ng

'2-
s Mean: Anthmetic mean calculated using untransformed data (\
)
8
(g
¢ 5D: Standard Deviation calculated using untransformed data 4@(\
&

* pgMean: Geometric mean. calculated as exp[m]. where r&‘—r‘bmean(lﬂg—tmnsfﬂrmzd

data) &

4 &P
s  gCV%: Geometric Coefficient of Variat'(}'sca@ated as 100 v [exp(s"2)-1]. where s
15 the standard deviation of the data m{g Dg\s%ale

¢ Median: Median calculated w@ﬁt@&fom&d data

Min: Minimum value of the q}

NS
&
Max: Maximum value of, untransformed data

formed data

Descriptive statistics for s {Ets in the PK analysis set will be presented to 4 significant
figures (sf”s) with the exgeption of the minimum and maximum which will be presented to 3
sf's and the gCV% to:,-]) ecimal point. Only median. minimum and maximum will be reported

for tmax and tlastb,

\fﬁ
As per the @ analysis plan, at least 66% of observations per PK parameter are required for
the dcsc@ve statistics to be calculated. Otherwise the statistics will be set as NC (Not
Calc @bl&) and only the mimmum and maximum will be presented.

6@% 6 Analysis of safety variables

d‘-" The analysis of the safety variables will be based on the safety analysis set and will be
/Qé\\‘?’ reported using the actual treatment associated with the observed data. All data collected pnior
to study withdrawal will be mcluded in the analyses. Safety data collected dunng screening
will be listed separately.
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4.2.6.1 Adverse events
All AEs will be coded using the most recent version of MedDERA dictionary at the time of

database lock.

O
AEs duning screening will be listed by actunal treatment sequence, MedDRA term, reported ©
term. study day of start of AE, duration of AE, maximum intensity, seriousness and outcome. Ql‘

N
Treatment emergent AEs (TEAESs) will be listed by actual treatment recerved, MedDRA te@?
reported term. study day of start of AE, duration of AE, maximum intensity, sa::ri{:nusr:u::;ls,‘:“,,’%:rsr

action taken with IMP, causality and outcome. %0(\
Ly
)
Additionally, a key subject information listing of all SAEs dunng the entire s il be

created, mcluding, actual treatment recerved (if applicable), corresponding ggit) reported
term, preferred term. time from start of treatment to onset of AE (days), @e from start of
treatment to becoming serious (days), outcome, action taken with [Mgﬁd causality. Time
references are period specific. @(\"\

L
o
Furthermore, subjects with TEAEs, serious TEAESs, TEAE{\@t led to death, and TEAEs that
led to study withdrawal will be separately listed andﬁu[@nze d by SOC and PT.
Q

R
A high-level descriptive summary will also hél’?%qc%d for subjects with any TEAE in any of
the following categories: é &'5}
\gi¥s)
o Any TEAE S
Nl
O

o Any TEAE with outcome o&_&ﬂh

X
o Any treatment related&ﬁi

{&‘b
o Any senous TE:’-‘-@
R

o Any TEA%@?d:ing to withdrawal from study
L]

4.2.6.2 Vigdsigns
Vital s1 ariables (Section 3.4.1) will be listed by subject. including actual treatment
sequ . visit (repeat/unscheduled assessments inclusive), and date/time of the assessments
ical significance (Yes, No).
o~
\}'&Jital signs variables will be descniptively summarized by actual treatment group and
bd:' timepoint (pre-dose and post-last PK assessment).
N
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4.2.6.3 Lahoratory assessments

The clinical chemistry, hematology, and uninalysis assessments will be histed by actual
treatment sequence and visit including repeat’/unscheduled measurements. The listings will
include the following information: test name, date/time of measurement, result, result unats,
clinical significance (Yes, No) as determined by the Investigator, and an indicator variable
relative to the normal ranges (Low, Normal, High).

4.2.6.4 Prior and Concomitant medication
The number and percentage of subjects who take allowed concomitant medications, énse
who take prohibited concomitant medications duning the study, will be presented segpgrately by
standardized medication name, within generic class (WHO Drug dictionary text)_#r each
actual treatment sequence. Similarly, a summary of prior medications will be&t%duced

oo
Prior and concomitant medication will be listed separately by subject a{&dﬂl include the
following information: actual treatment sequence, reported name, c&ﬁ preferred term, the
route of administration. dose (umit), frequency, start and stop dataﬁndicaﬁm ongoing status
(Yes. No) and therapy reason. Any identified prohibited med@nn will be clearly indicated
in the listings. cﬁ_bo

Descriptive summaries and listings of prior and@%c&mmt medication will be based on the
safety analysis set. &Q/ Q{\

4.2.7 COVID-19 impacts Q,O?'

Blanc is an on-going tnial throughout @Dmnavirus disease 2019 (COVID-19) outbreak.
Due to the design and short study t@nm it 15 not expected that trial data or the analyses will
be greatly impacted by the pand@c Although, it 1s important to be able to identify any
potential intercurrent events (@ to COVID-19 and to be able to quantify their impact on the
study. &
&
4271 Premaqs"t discontinuation due to COVID-19

If a subject cann@contmue with procedures and scheduled assessments due to COVID-19
post-ran on, they will be withdrawn from the trial and will be asked to complete the
early—wi wal TC. A separate listing of subjects who prematurely withdraw due to

99 will be provided. The listing will detail the reason for withdrawal and relationship
to Q@V]D 19. The listing of premature withdrawals due to COVID-19 will be based on the all

é‘bjects randomized analysis set.
&

bd-" 4.2.7.2  Adverse events and serious adverse events due to COVID-19

8

COVID-19 tests for subjects or caregiver/ parent may be conducted proactively prior to
inclusion or site visits at any point throughout the study 1 accordance with local and national
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gudance. This will be documented as an unscheduled procedure with a positive result
recorded as an AE.

All subjects with a suspected or confirmed diagnosis of COVID-19 will be listed. The listing
will present any AEs with either a suspected or confirmed relationship to COVID-19. The
relationship between an AE and COVID-19 will be determined by the investigator and

appropriately captured in the eCRF. The listings will provide an indication of whether the AE @Q

WAaS SEerous or Non-serous. ¥

>
&
Listings of adverse events linked to COVID-19 will be based on the safety analysis s@
Q_Q‘
4.2.7.3  Ovwerall descriptive summary ,z,‘ib'

A high-level descriptive summary will be provided and grouped by randnm@ sequence and
total number of subjects (across sequences). The following frequencies qﬁpercentages of

subjects in the PK analysis set will be presented: 4@
&
1. Number of subjects affected by COVID-19 [ &@
2. Number of premature withdrawals due to COVID- l%{\
3. Number of subjects with COVID-19 relatcd.RDsRc@'
4. Number of subjects with COVID-19 1e
5.

Number of subjects with COVID-19 &t%gsﬁEs

[ Defined as the number of subjects tVMt least one of the listed criteria in pomts 2-5.

\‘5-"
5. CHANGES OF A}TA].@BIS FROM PROTOCOL
tz-
N/A ((®‘+
S
QO{&
R
O
@b\
\fﬂ
6:09
o
.
S
2y
\6\
G{\
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