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Category*:
Change refers to

Other

31 Aug 202

Description of change

In line with
the CSP?

Rationale

Rearranging of the study endpoints to mimic the CSP
Removal of text regarding airway hyperresponsiveness
remodelling (previously a sub-study);
Change to accomodate not capping randomisation of
part' ants not included in exploratory cough sub-study
hieve target sample size of the sub-study;

Intrad the ‘All randomised subject’ population
Additionalftext added about derivation rules for actual
Addltlonal text @dde rify the meaning of

‘detectable serum concenfaition measurement post first
dose’ for PK populatio

Analysis visit windows
have been added together w

analysis phases; /
Minor adjustments on imputation ru migsing data

and on PK concentration data presentat

Additional text added to clarify the derivation rulg
analysis subgroups;

21s previously missed
efl 100 of the

Adjustments on the definition of the treatment eme
adverse events (TEAE);

Clarification around AE of special interest;
Additional text added to clarify the derivation and
presentation of summary statistics;

Additional text added to clarify the fixed effects to be
used in the ANCOVA, MMRM and the back-up solutions
in case of non-convergence;

Y

CSP amendment v1 to
v4; Improvements
resulting from study
team discussions and
reviews.
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Q

Additional text added to clarify the reportable results for
variables log-normally distributed;

Removal of representation of lab measurements outside
predefined criteria as no predefined criteria are available;
Removal of statistical analysis on methacholine challenge
testing and inspiratory/ixpiratory CT imaging as no more
required;

dditional text added to introduce the primary analysis;
Shi s for minimum values of haematology and
c istiys laboratories from baseline have been added;
ery time formula related to asthma CompEx
ﬁuring the intervention and follow-up
combinedperiod ha corrected due to a previous
mistake;

Clarification on rollin, ows of time for asthma

CompEx has been adde

An additional spirome
explored.

(FEF25-75%) will be

Other 10 jan 2023

Added 4 PD biomarkers analyses ?4.2.8.2
Analysis of blood biomarkers)

Added that also for the eosinophils the @vill be
transformed prior to the analysis
Modified ECG normal ranges table

* Pre-specified categories are

Primary or secondary endpoints; Statistical analysis method for the primary or secondary endpoints; Derivati

Testing Procedure; Data presentations; Other
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1 STUDY DETAILS

1.1 Study objectives

Table 1 Objectives and Endpoints

@ Objective Endpoint
ritmary

ess the effect of MEDI3506 compared
cebo on lung function, in adult As measured in clinic, change from baseline to Week 16
with uncontrolled in pre-BD FEV| (L).

g function, in adult | As measured in clinic, change from baseline to Weeks 8
participants with ungontu® and 16 in post-BD FEV; (L).

moderate-to-severe asthma.

To assess the PK of MEDI36064 t
.. . Serum MEDI3506 concentration-time profiles during the
participants with uncontrolled . . .
intervention and follow-up periods.
moderate-to-severe asthma.

To assess the immunogenicity of MEDI3506 i
adult participants with uncontrolled A during the intervention and follow-up periods.
moderate-to-severe asthma.

To assess the effect of MEDI3506 compared of Lof participants with a decrease in ACQ-6 score
with placebo on asthma control in adult of Q.54 asefine to Week 16.
participants with uncontrolled Proporti %t' ipants achieving ACQ-6 well
moderate-to-severe asthma. controlled statu’(defined as ACQ-6 score < 0.75 at

Week 16).

To assess the effect of MEDI3506 compared
with placebo on health status in adult
participants with uncontrolled

a decrease in SGRQ total
score of > 4 points from baselific t ek 16.
moderate-to-severe asthma.

Change from baseline 40 b i%SGRQ score.

To assess the effect of MEDI3506 compared Time to first CompEx event base iod from
with placebo on CompEx in adult participants baseline to Week 16.

with uncontrolled moderate-to-severe asthma. CompEx annualised event rate.

To assess the effect of MEDI3506 compared

with placebo on concentration of FeNO in adult | Percent change from baseline to Week 16 in conce&
participants with uncontrolled of FeNO in exhaled breath.

moderate-to-severe asthma. &

CONFIDENTIAL AND PROPRIETARY 12 of 100



AstraZeneca
10 Jan 2023

Statistical Analysis Plan
D9181C00001 - Final 3.0

Table 1 Objectives and Endpoints

Objective

Endpoint

Safety

gess the safety and tolerability of
mpared with placebo, in adult
participants watlf uncontrolled

moderate- Nthma.

During the intervention and follow-up periods:

*  AEs, SAEs, AESIs

*  Vital signs

. Clinical chemistry, haematology, and urinalysis
. ECGs

*  LVEF as measured by echocardiogram

. NT-proBNP

*  Number of participants seropositive for
SARS-CoV-2 at end of study who were seronegative
at randomisation visit

. For participants testing positive for SARS-CoV-2 (by
PCR or serology test), during the intervention and
follow-up periods, the number and proportion of
patients with COVID-19 AEs/SAEs and the
proportion asymptomatic.

Exploratory

To further assess the longitudinal effget of
MEDI3506 compared with placebo on lung
function in adult participants with uncontr
moderate-to-severe asthma.

s measured at home, change from baseline up to
eek 24 in 2-weekly mean PEF and FEV,

To assess the effect of MEDI3506 compared
with placebo on airway hyperresponsiveness in
adult participants with uncontrolled
moderate-to-severe asthma.

To assess the effect of MEDI3506 compared
with placebo on asthma related inflammatory
blood biomarkers in adult participants with
uncontrolled moderate-to-severe asthma.

in inflammato
limited to:
L 2
Serum IL-5.*
. Serum IL-13.*
. Serum TSLP.*

Change from baseline to Weeks 4, 6@ ingplasma
EDN. /
Change from baseline to Weeks 16 and 2 n.
Change from baseline to Week 16 in:

. sST2.

*  Proinflammatory gene signatures in whole blood-
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Table 1
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10 Jan 2023

Objectives and Endpoints

Objective

Endpoint

To assess the longitudinal effect of MEDI3506
compared with placebo on small airway function
ult participants with uncontrolled
derate-to-severe asthma.

Change from baseline to Weeks 1, 4, 8, 12, and 16 in
airway reactance and resistance as assessed by AO
parameters, including but not limited to:

. RS

. R20

. R5-R20
. AX

longitudinal effect of MEDI3506
acebo on lung function in adult
acontrolled

compared w

As measured in clinic, change from baseline in pre-BD
FEV1 to Weeks 1, 4, 8, 12, 20, and 24.

adult participants with*incontr

moderate-to-severe asthma.
A

As measured in clinic, change in pre-BD FEV1 (L) from
pre-administration of study intervention to 4 hours
post-administration of MEDI3506 or placebo at Day 1.

To assess the effect of MEDI3506 co
with placebo on asthma control in"ad
participants with uncontrolled
moderate-to-severe asthma.

pared

To assess the longitudinal effect of MEDI3506
compared with placebo on asthma control and
health status in adult participants with
uncontrolled moderate-to-severe asthma.

During the intervention period (baseline to Week 16):

. Annualised rate of asthma exacerbations.

Annualised rate of hospitalised asthma
exacerbations.

nge from baseline to Weeks 1, 4, 8, 12, and 24 in
C sgore.

n baseline to Weeks 4, 12, and 24 in SGRQ
sc .
Change fi feline up to Week 24 in 2-weekly mean

daily rescu ion usage (puffs/day).
eline to Weg

. Asthma symptom sg

Change from s4,8,12, 16,20, and 24 in:

. Mean number of¢ awakenings.

To assess the benefit-risk profile of MEDI3506
as perceived by adult participants with
uncontrolled moderate-to-severe asthma.

PGI-BR at Week 16.

To assess the effect of MEDI3506 compared
with placebo on asthma related inflammatory
airway biomarkers in adult participants with
uncontrolled moderate-to-severe asthma.

Percent change from baseline to Weeks 1, 4, 8, 12, 16,
and 24 in concentration of FeNO.

Change from baseline to Weeks 4, 8, 12, 16, 20, and 24 in
exploratory biomarkers measured in nasal lining fluid.*
Change from baseline to Week 16 in mRNA nasal
transcriptome. *

CONFIDENTIAL AND PROPRIETARY

14 of 100




Statistical Analysis Plan AstraZeneca
D9181C00001 - Final 3.0 10 Jan 2023

Table 1 Objectives and Endpoints

Objective Endpoint

To assess the effect of MEDI3506 compared Change from baseline to Weeks 1, 4, 8, 12, and 16 in
with placebo on nasal symptom control in a SNOT-22 score.

subset of adult participants with uncontrolled
moderate-to-severe asthma who have comorbid

atory cough sub-study

4 he effect of MEDI3506 compared Change .frorr.l baseline to Week 16 in:
nceb . . *  Daily (ie, 24 hour) cough frequency.

witl jective cough measures in Awake fi -
ypants with uncontrolled walke time cough frequency.

adult p
moderate-

. Night-time cough frequency.
. Cough VAS.

disease 2019; CompEX endpoint for exacerbatlons of asthma; CRS = chromc rhinosinusitis;

ECG = electrocardiogram; EDM= eosinophil derived neurotoxin; FeNO = fractional exhaled nitric oxide;

FEV, = forced expiratory vo , first second; IgE = immunoglobulin E; IL = interleukin; L = litre(s);
LVEF = left ventricular ejection ; MRNA = messenger RNA; NT-proBNP = N-terminal prohormone of
B-type natriuretic hormone; PCR = ﬁse chain reaction; PEF = peak expiratory flow; PGI-BR = patient
global impression of benefit/risk; PK tic(s); SAE = serious adverse event; SARS-CoV-2= severe
acute respiratory syndrome coronavirus 2; SG eorge’s respiratory questionnaire; SNOT-22 = sino-nasal
outcome test-22 ; sST2 = soluble ST2; TSLP = thymic stromal
lymphopoietin; VAS = visual analogue scale. * Thesegndpoints will not be included in the CSR.

1.2 Study design

Study D9181C00001 is a Phase II, randomised, i ﬁ, placebo-controlled, parallel
group, proof of concept study to evaluate the efficac K and immunogenicity of
MEDI3506 in adult participants with uncontrolled modefate t0 severe asthma on standard of
care.

Approximately 228 participants will be randomised ina 1:1:1 ra 'gve 216 evaluable
participants. Participants will receive mg MEDI3506, -mg MEDI , or placebo
- by SC injection d The randomisation will be cording to
sub-study participation (exploratory cough sub-study). U/

Participants will be enrolled in this study for up to 29 weeks. The study comprises eriods
including the screening period of up to 5 weeks, an intervention period of 16 weeks,
follow-up period of 8 weeks. Details of the schedule of assessment (SoA) can be foun

clinical study protocol (CSP). O g
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1.3 Number of participants

A sample size of 216 participants (72 participants per treatment group), randomised 1:1:1 to
MEDI3506 . mg: MEDI3506 . mg: placebo, will provide at least 80% power to detect a
statistically significant difference in change from baseline to Week 16 in pre-BD FEV|,
assuming a difference of 150 mL between placebo and MEDI3506, a between-participant SD
420 mL and a one-sided- 10% alpha level. To allow for 5% participants being ineligible for
rimary analysis, a total of approximately 228 participants will be randomised in the study
imately 76/arm).

igipants are intended to be included in the cough sub-study (approximately 20

participa eatment group). However, given the exploratory nature of the sub-study and
that it ma ctivated in all countries, randomisation of participants not included in the
sub-study wi icted, therefore, sub-study recruitment may not be achieved. Since

exploratory and no formal er calculations have been performed.

2 ANALYSIS @‘

2.1 Definition of analysis

limited data are a e on csugh monitoring in this population, the sub-study is considered

The following populations are defined:

Table 2 Populations for Analysi
Population/Analysis set Description o
All Subjects Participants who have sig leormed consent form during screening
period.
All randomised subjects Participants who are randomised:

their randomised treatment group.

ITT population Participants who are randomised and recg

As-treated Population Participants who are randomised and receive any §tu
Participants will be analysed according to the treat ey y
receive as follows:

Highest dose actually received at Actual
any visit

0 mg MEDI3506 (Placebo) Placebo

>0 mg and <|jill mg MEDI3506 | [l me MEDI3506 /\
> [BBllme MEDI3506 B8l s MEDI3506 @
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Table 2 Populations for Analysis

Population/Analysis set Description

PK population Participants who received at least one dose of MEDI3506 and had at least

one detectable serum concentration measurement post first dose of study
intervention. A participant is considered as having at least one detectable
serum concentration measurement post first dose if has at least one plasma
concentration that is not below the LLOQ after the first dose. Participants
will be analysed according to the treatment they actually receive.

tory cough sub-study Subset of the ITT population including those participants who are
participating in the exploratory cough sub-study.

t; PK = pharmacokinetic(s).

will be used to summarise all demographic and baseline characteristics,
concomitant nd efficacy measures. The Exploratory cough sub-study population
will be used to su 1se sub-study specific efficacy measures. The As-treated population
will be used to summarise afety measures (AEs, ADA, laboratory tests, ECG, and vital
signs). The PK populati used to summarise PK measures.

2.2 Violations an w}tio

The list of important protocol deviatiou$
(PDP).

In addition, any protocol deviation related %19 will be captured with the prefix

h 5) is provided in the Protocol Deviation Plan

“COVID-19” for CSR reporting.

3 PRIMARY AND SECONDAR ES
3.1 General principles
3.1.1 Baseline definitions *

In general, the last measurement prior to first injection of IP will servgfas ghe baseline
measurement for efficacy and safety endpoints. If Visit 4 (Day1) measuge is missing, the
last non-missing value before Visit 4 (Day 1) will be used as baseline instead: Iyis no

result collected prior to Visit 4, then baseline value will be set to missing an e
imputed. In the scenario where there are two assessments on Visit 4 (Day 1) prior dose,
one with time recorded and the other without time recorded, the one with time reco d

be selected as baseline.

An exception from the general rule will be ECGs. The mean value of each parameter from t
triplicate measurements at Visit 4 (Week 0) pre-dose will be used as the baseline value.

For bi-weekly summaries, such as 2-weekly mean number of night-time awakenings, 2-
weekly mean daily rescue medication usage, 2-weekly mean FEV1, 2-weekly mean PEF,
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baseline would be defined as the mean from last 2 weeks (14 days) results before Visit 4
(Week 0), ie from evening of Study Day -14 to the morning of Study Day 1. If there are fewer
than 10 completed days in the 14-day baseline period (where a complete day = entry from the
evening AND the following morning) then baseline will be set to missing.

For CompEx analysis the mean from last 2 weeks (14 days) results before Visit 4 (Week 0)
d be derived separately for morning and evening assessments. If there are fewer than 7
eted days in the 14-day baseline period (where a complete day = entry from the evening
@e following morning) then baseline for CompEx event will be set to missing. To note:
PEF1g€xpected to be collected with 3 measurements for each morning and evening
assessmgnt. maximum value provided by the vendor (both morning and evening for the 2-

weekly m sis and separately for the CompEx analysis) should be used to derive the

baseline and an aseline assessments.
3.1.2 Stud y

Whenever data are sum er time, study day will be calculated based on the actual

assessment date in relation fo date of first IP administration.
If actual assessment date is prior to first ministration, then study day will be:
Study day = Actual assessmentglate — first IP administration date.
If actual assessment date is on or after first istration, then study day will be:
Study day = Actual assessment date =*fir; }ﬁministration date + 1.

3.1.3 Absolute, relative and percent change from‘baseline

Absolute and percent change from baseline will be derived as fo

L 4
Absolute change from baseline outcome variables = (post-ran }n value — baseline

value).

Percent change from baseline = ((post-randomisation value — baseline V@/eline

value) % 100.

For variables log normally distributed, the relative change from baseline is calculat

visit log transformed value minus the baseline log transformed value. :

If either the post-randomisation value or the baseline value is missing, then the changes from ﬁ
baseline value will also be set to missing. @

Percentage change from baseline will not be calculated for participants where the result at
baseline is 0.
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3.14 Analysis visit and study phase windows

For the exacerbation and CompEx related analyses no analysis visit windows will be applied.

For PK related analyses no analysis visit windows will be applied and the actual visits and
timepoints will be used instead.

igit windows will be used for all assessments to allow for by-visit analyses, since not all
S ents might be performed on the scheduled day. Unless specified otherwise, the
and safety analyses will be based on the analysis visit windows. The actual
ass s@ia will be mapped to the planned study visit following the analysis visit
windoWwi s below:

is selected (i.e. due to teste repetitions) the average for
categorical values will be used I the analysis

upper limit of the interval falls half way betwgen the two visits, rounded up to the nearest
integer. The lower limit of each window willl be ghe aiean of the two adjacent planned study

days +1, rounded up to the nearest integer, ex he first post-treatment visit.
4
Table 3 Analysis visit windows for in-cli ometry, FeNO, vital signs,
SARS-Cov-2 PCR test, exploratory bi kers (serum)
Protocol Week Analysis Visit Scheduled Visit ow for Analysis (Days)
Visit Study Day
Sv4 Week 0 Baseline 1 s prior to the first
administrati jmyestigational product
SV6 Week 1 Week 1 8 All assess after the first
administration of ingestigatio
toD
Sv7 Week 4 Week 4 29 20to 4
SV8 Week 8 Week 8 57 4410 71
SV9 Week 12 Week 12 85 72 t0 99
SV10 Week 16 Week 16 113 100 to 127
SV11 Week 20 Week 20 141 128 to 155 /
SV12 Week 24 Week 24 169 >156

SV = Study Visit.
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For vital signs, if the selected day is a dosing day, timepoints as per SOA within the day need
to be considered (ie, Baseline, Day1: post-dose, Day1l: 30m, Dayl: 60m, Dayl: 120m, Weekl,

etc...).

For in-clinic spirometry pre-BD at day 1 timepoint at 4 hour post dose need also to be

G

considered.

Analysis visit windows for ACQ-6, haematology, coagulation
parameters, serum chemistry and immunogenicity

SV = Study Visit.

Week Analysis Visit Scheduled Visit Window for Analysis (Days)
Study Day
0 Baseline 1 All assessments prior to the first
administration of investigational product
SVé6 e Week 1 8 All assessments on or after the first
administration of investigational product
g . to Day 19
SV7 Week 4 ek 4 29 20 to 43
SV8 Week 8 f 57 44 t0 71
SV9 Week 12 eek 12 85 72 t0 99
SV10 Week 16 Week 1 113 100 to 141
SV12 Week 24 Week 24 169 >142

Table S Analysis visit windows for irwave Oscillometry and
urinalysis

Protocol Week Analysis Visit Scheduled isit Window for Analysis (Days)

Visit Study Day

Sv4 Week 0 Baseline 1 rents prior to the first
admi1 vestigational product

SVé6 Week 1 Week 1 8 All assessfic or after the first
administratio stigational product

Sv7 Week 4 Week 4 29 20 t

SV8 Week 8 Week 8 57 44 t0 71

SV9 Week 12 Week 12 85 72 to 99

SV10 Week 16 Week 16 113 >100

SV = Study Visit.
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Table 6 Analysis visit windows for SGRQ
Protocol Week Analysis Visit Scheduled Visit Window for Analysis (Days)
Visit Study Day
Sv4 Week 0 Baseline 1 All assessments prior to the first
administration of investigational product
W Week 4 Week 4 29 All assessments on or after the first
administration of investigational product
to Day 57
SV9 eek 12 Week 12 85 58t0 99
SV10 16 Week 16 113 100 to 141
SV12 24 Week 24 169 >142
SV = Study Visit.
Table 7 Analy[ indows for NT-proBNP assessment
Protocol Week ﬂsit Scheduled Visit Window for Analysis (Days)
Visit Study Day
SV4 Week 0 Baseline All assessments prior to the first
administration of investigational product
SV8 Week 8 Week 8 57 All assessments on or after the first
administration of investigational product
to Day 71
SV9 Week 12 Week 12 72 t0 99
SV10 Week 16 Week 16 100 to 141
SV12 Week 24 Week 24 >142
SV = Study Visit.
L 4
Table 8 Analysis visit windows for ECGs and total IgE ((
Protocol Week Analysis Visit Scheduled Visit Window fof’Analysisg¢Days)
Visit Study Day
Sv4 Week 0 Baseline 1 All assessments prior tg @ st
administration of investigatienal®pr, t
SV10 Week 16 Week 16 113 All assessments on or after th
administration of investigational prod
to Day 141
SV12 Week 24 Week 24 169 >142
SV = Study Visit.
CONFIDENTIAL AND PROPRIETARY 21 of 100
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Table 9 Analysis visit windows for PGI-BR, SARS-Cov-2 serology testing, sST2
(serum), nasal mucosal sampling (mRNA), at-home cough monitoring
and cough VAS
Protocol Week Analysis Visit Scheduled Visit Window for Analysis (Days)
Visit Study Day
@ Sv4 Week 0 Baseline 1 All assessments prior to the first
administration of investigational product
Week 16 Week 16 113 All assessments on or after the first
administration of investigational product
SV y Viisit.
Table 10 nalysis visit windows for echocardiogram
Protocol W Analysis Visit Scheduled Visit Window for Analysis (Days)
Visit Study Day
SV4 Week 0 / seline 1 All assessments prior to the first
administration of investigational product
SV9 Week 12 85 All assessments on or after the first
administration of investigational product

SV = Study Visit.

Table 11 Analysis visit windows
Protocol Week Analysis Visit S ¢ Visit Window for Analysis (Days)
Visit .

Sv4 Week 0 Baseline 11 assessments prior to the first
,n of investigational product
Sv7 Week 4 Week 4 nts on or after the first
of #hvestigational product
0 Day 71
SV10 Week 16 Week 16 113 7 41
SV12 Week 24 Week 24 169 z

SV = Study Visit. /

Table 12 Analysis visit windows for nasal mucosal sampling (lining fluid)
Protocol Week Analysis Visit Scheduled Visit Window for Analysis (Days)
Visit Study Day
Sv4 Week 0 Baseline 1 All assessments prior to the first

administration of investigational product
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Protocol Week Analysis Visit Scheduled Visit Window for Analysis (Days)
Visit Study Day
SV7 Week 4 Week 4 29 All assessments on or after the first

administration of investigational product
to Day 43
SV8 Week 8 Week 8 57 44 t0 71
Week 12 Week 12 85 72 to 99
Week 16 Week 16 113 100 to 127
Week 20 Week 20 141 128 to 155

eek 24 Week 24 169 > 156

Daily at-home eD 2.g., PEF, pre-BD FEV1, FEV1, rescue medication usage, asthma

symptom score, awakenin 11 primarily be summarised and analysed as 2-weekly

averages, separately. T Qnent period of visit windows are defined in the below table.
g

Table 1 Labellin y periods

2-weekly period Adjusted defined Scheduled day
windows visit

Baseline: as defined in Section 3.1.1 Baseline 1
Period 1: Evening of Day 1 — Morning of Day 15 Week 2 15
Period 2: Evening of Day 15 — Morning of Day 29 eek 4 29
Period 3: Evening of Day 29 — Morning of Day 43 eek 6 43
Period 4: Evening of Day 43 — Morning of Day 57 eck 8 57
Period 5: Evening of Day 57 — Morning of Day 71 k 10 71
Period 6: Evening of Day 71 — Morning of Day 85 Week 85
Period 7: Evening of Day 85 — Morning of Day 99 Week 1 " 99
Period 8: Evening of Day 99 — Morning of Day 113 Week 16 /@ 113
Period 9: Evening of Day 113 — Morning of Day127 Week 18 127
Period 10: Evening of Day 127 — Morning of Day 141 Week 20
Period 11: Evening of Day 141 — Morning of Day 155 Week 22
Period 12: Evening of Day 155 — Morning of Day 169 Week 24

windows to ensure that all available data are used in the analysis.

The Early Discontinuation and unscheduled visits will be included when applying the visit Oﬁ

For bi-weekly summaries, the mean of all non-missing observations within an assigned
window is calculated. If there are fewer than 10 completed days in the 14 day period (where a
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complete day = entry from the evening AND the following morning) then the analysis value
will be set to missing.

Finally, for the purpose of the statistical analysis, the assessments will be allocated to the study
phase in which they are collected as reported below.

able 2 Study phase windows

Study phase Phase Window for Analysis (Days)

Prior to the first administration of investigational product (day <1?)

> day 1" to last dose date plus 28 days (included)

> last dose date plus 28 days

 Includes a ents collected before first dose of IP. If the measurement is collected on day 1 it cannot be
as,done before or after the first dose of IP (due to missing time and/or planned time point),
gl as collected after first dose of IP.

b Includes all measurémenfs collected on the day of first dose of IP, at the time of IP intake and after.

Unless otherwise specifigd, study phase will be mainly used for safety analysis (e.g.,
laboratories, adverse events Q CompEx analysis.

3.1.5 Handling of missing %
No imputation for missing efficacy efidpomt§’will be done. Repeated measures mixed effect

model (MMRM) will be used which, in the g¥ent of missing data, uses all data that are
available.

Laboratory values of the form “<x” (ie below th imft of quantification) will be
imputed as “0.5x LLOQ” in the calculation of sum istics but displayed as “<x” in the
listings. No imputation will be done for laboratory value§ of the form ‘“>x" (ie above the upper
limit of quantification) and the value “>x" will be displayed in thefistiags. Note that 0 should
not be used as an imputed value in case the endpoint requires a @ ogmation.

to be related to study drug.

For missing ADA data, no imputation is planned. O/

PK plasma concentrations below the lower limit of quantification will be reported Q@t

Additionally, adverse events that have missing causality (after data q@will be assumed

Quantifiable) in the listings with the LLOQ defined in the footnotes of the relevant TF

Individual PK plasma concentrations that are Not Reportable will be reported as NR and th@

that are missing will be reported as NS (No Sample) in the listings. PK plasma concentration ﬁ
that are BLQ, NR or NS will be handled as follows for the provision of descriptive statistics: @

e Any values reported as NR or NS will be excluded from the summary tables and
corresponding figures.
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e Atatime point where less than or equal to 50% of the concentration values are BLQ, all
NQ values will be set to the LLOQ, and all descriptive statistics will be calculated
accordingly.

e At atime point where more than 50% (but not all) of the values are BLQ, the gmean,
gmean + gSD and gCV% will be set to NC (Not calculable). The maximum value will be
@ reported from the individual data, and the minimum and median will be set to BLQ.

f all concentrations are BLQ at a time point, no descriptive statistics will be calculated
r that time point. The gmean, minimum, median and maximum will be reported as BLQ
the gCV% and gmean + gSD as NC.

. ber of values below LLOQ (n < LLOQ) will be reported for each time point
toget th the total number of collected values (n).

Three obs > LLOQ are required as a minimum for a PK plasma concentration to be

summarised.@) bservations > LLOQ are presented as minimum and maximum with the

other summary st as NC.

3.1.5.1 Imputation leally missing AE dates

Date and time of AE are m eCREF fields. No imputations are expected. In the rare
cases of missing date, follow Will be applied. Completely missing AE dates are not
imputed

Partially missing AE end dates are ivpu& elow:

e Ifthe AE is ongoing, the end date is st sing

e Ifthe AE is not ongoing, and if only the d Assume the last day of the
collected month.

e [fthe AE is not ongoing, and the month is missm/@e 31-DEC of the collected
year.

After applying these rules, if the imputed AE end date is after tf Q study date, the AE
end date is set to the end of study date.

described above.

Before proceeding with the AE start date imputation, the AE end date a% 7

Only partial AE start dates are imputed. Dates which are completely missing are n@uted.
Partial dates are imputed as described below:

e If'the day is missing and: O
—  If the month and year are different from the month and year of the first dose of IP ﬁ

assume 01-MMM-YYYY. @
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—  If the month and year are the same as the first dose of IP month and year and the end
date is on or after (including ongoing / missing) the first dose of IP, then assume the
date of the first dose of IP.

—  If the month and year are the same as the first dose of [P month and year and the end
date is prior to the first dose of IP, then assume the end date.

f the month is missing and:

collected year.

If the year is the same as the first dose of IP year and the end date is on or after

ﬁng ongoing / missing) the first dose of IP, then assume the date of the first

d .

— Ifth w;mle as the first dose of IP and the end date is prior to the first dose
m

s If the year is different from the year of first dose of IP, assume 01-JAN-YYYY of the

of IP, th

e the end date.
After applying these rul&, i imputed AE start date is after a complete AE end date then
assume the same date as th AE end date; if the end date is missing and the imputed

AE start date is after the end of€tudy dateghen assume the end of study date.

3.1.5.2 Imputation of partially is edication dates

Both, completely missing and partially migSing, concomitant medication start dates are not
imputed.

Completely missing medication end dates are % ted. Partially missing concomitant
medication end dates are imputed as below: /

e Ifthe medication is ongoing, the end date is set to m@

e Ifthe medication is not ongoing, and if only the day is missi ute with the last day
of the collected month. *

e Ifthe medication is not ongoing, the month is missing: Impute wi @EC of the

collected year.

After applying these rules, if the imputed date is after the end of study date, ication

end date is set to the end of study date. 6

3.1.6 Derivation of durations 0

3.1.6.1 Time since Asthma diagnosis (years)

Time from asthma first diagnosis date to screening will be calculated as (date of first diagnosis /

of asthma minus date informed consent signed plus one) divided by 365.25. @
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3.1.6.2 Age at onset of asthma (years)
Age at onset of asthma will be calculated as the age (years) at screening minus time since
asthma diagnosis (Section 3.1.6.1), rounded to the below integer.

3.1.6.3 Time since Asthma symptoms started (years)
Time from asthma first symptoms date to screening will be calculated as (date of first
toms of asthma minus date informed consent signed plus one) divided by 365.25.

@ Time since last exacerbation (months)

Ti ‘@ast asthma exacerbation date to screening will be calculated as (date of most
recen cepbation minus date informed consent signed plus one) divided by 365.25 and
multipliedfby;

3.1.6.5 Dura@xposure (days)
Exposure duration'fgfCalcul only for participants in the As-treated population as the total
number of days on stud xposure is calculated as (the study drug last injection date
plus 28 days) minus study st injection date plus one. If any of the first or last dates are
missing or partially missing, uted dates will not be used, and study drug exposure is

set to missing. Q
3.1.6.6 Time from first [P administr to AE onset (days)

Time from first IP administration to AE on@ begycalculated as date of AE onset minus
date of first [P administration plus one.

L 4
3.1.6.7 Time from last IP administration to %t (days)
Time from last IP administration to AE onset will be 4@! as date of AE onset minus
date of last IP administration plus one.
3.1.6.8 Time from first IP administration to death (day V'S

Time from first IP administration to death will be calculated as da (% minus date of
first [P administration plus one.

3.1.6.9 Time from last IP administration to death (days) < l

Time from last IP administration to death will be calculated as date of death mi/s@ﬁ last

IP administration plus one.

3.1.7 Derivation of subgroups 0
Following subgroups will be explored. Any participants with a missing value for the define /

subgroup will be excluded from the analysis of that subgroup. Subgroups will only be
explored if there is at least 20% of the total participants in that subgroup.

e Gender (male vs female);
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Age by category (> 18 to < 50 vs > 50 to < 65);
Race (as entered in the eCRF);
BMI (< 19 kg/m?, > 19 - < 25 kg/m?, = 25 - <30 kg/m?, > 30 kg/m?);

Geographical region (North America [USA], South America [Argentina], Eastern Europe
@ [Hungary, Poland], Western Europe/Rest of the World [Germany, UK, South Africa]);

yaseline percent predicted pre-bronchodilator FEV: (< 60% vs = 60%);

ge of asthma onset (< median vs > median);

ber of exacerbations 1n last 12 months as collected in eCRF (1 vs > 2);

@g status at baseline (never vs former);

Baseli tal ACQ-6 (< median vs > median);

Basel @GRQ (< median vs > median);

Baseline tly dose (< 500 pg vs = 500 pg);
Baseline blo mnophils (< 0.3x10° L vs > 0.3x10° L);
Background medicatigft ise (dual therapy vs triple therapy);
Baseline FeNO (< 2 > 25 ppb);

Baseline Total IgE (< 1 s > 100 kU/L);

Baseline mono or poly sensitised to ioen (IgE) (multiple allergens sensitisation vs
single allergen sensitisation);

T2 Corren (high vs low);
T2 GINA (high vs low);
SARS-CoV-2 PCR test (positive at any poi

SARS-CoV-2 Serology test (negative at base
others);

v, Izositive)_:_
éosiﬂve at end of study vs all

Background medication use O

Triple therapy will be defined as the combination of inhaled corticosteroids, long-actin'g béfa-
agonist and long-acting anti-muscarinic agent (ICS + LABA + LAMA). Dual therapy will O
defined as ICS + LABA.

Allergen sensitisation @
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For the allergen specific IgE with a qualitative (positive or negative) result, a positive result
and total IgE >100 kU/L will define sensitisation. For the allergen specific IgE with a
quantitative result, a result equal or greater than 1.41 kU/L and total IgE > 100 kU/L will
define sensitisation.

GINA T2 cut-offs

T2 will be defined as a baseline eosinophil count of > 0.15x10° L and/or elevated
FeNO (= 20 ppb) and/or at least one allergen sensitisation at baseline.. Other cases

C’ond to Low T2.
Corren 1&%
High Th2 wi s a baseline total IgE level of more than 100 IU/ml (100 kU/L) and
a baseline eosino unt of 0.14x10° L or more: low Th2 will be defined as a baseline total
IgE level of 100 IU/ml W) or less or baseline eosinophil count of less than 0.14x10°
L, that is any other com @f baseline IgE and eosinophil count not included in the

definition of high Th2.

A
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In addition to the pre-specified sub-group analysis, further exploratory work may be carried
out using sub-group identification methodology (e.g. SIDES). This analysis will be post-hoc
and not included in the delivery of TFLs.

Baseline assessments and other subject-specific characteristics

pgraphic and subject characteristics, medical history and nicotine and alcohol use are
col c@-t atment as per study protocol’s SoA.
3.2.1.1 raphics and subject-specific characteristics
Demographi pject characteristics include age, age group (> 18 — < 50; > 50 — 65), age

group for Eudra @ drting purpose (> 18 — < 65; > 65), sex, race, ethnic group, country,

height (cm), weightdkg), b ass index (BMI) (kg/m?), previous treatments containing ICS
and combination of proaining ICS, asthma characteristics at baseline. Age in years
will be used as provided in S (Interactive Web Response System). BMI (kg/m?) is
calculated as described in Sectiqf3.5.2.

Height, weight and BMI are allocatedgo @ alysis visits as per Section 3.1.4. Evaluations

with missing or partially missing dates cannoybe imputed to any analysis visit. Only baseline
values are included in the demographic andfsubyj

t gharacteristics.
32.1.2  Medical history r{

4
Medical history includes disease related and releva fcal history as collected in eCRF.
Disease related and relevant medical history are coded w dical Dictionary for
Regulatory Activities (MedDRA) version 25.0 or higher.

3.2.1.3 Prior and concomitant medication L 4

The WHO-DD March 2022 B3 Global or later is used to classify mecw by WHO
Anatomical Therapeutic Chemical (ATC) classification of ingredients. &

The imputation method described in Section 3.1.5.2 is used in case of medicati ﬁ date

partially missing. Completely missing stop date are not to be imputed. Completély, gor
partially missing concomitant medication start dates are not imputed. gy
After the end date imputation, the medications will be classified as either prior or conco

(but not both) according to its stop date. Prior medication is defined as any medication with ﬁ
stop date prior to the first dose of IP (exclusive). Concomitant medication is defined as any

medication with a stop date on or after the first dose of study drug, or any medication taken @
prior to study drug and that is ongoing. Medications with completely missing stop date are

classified as concomitant.
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Disallowed medications will include medications defined as prohibited according to CSP.
They will be defined following a physician review (prior to any study delivery) of the unique
combinations of ATC code classifications and generic terms captured and detailed in the
Integrated Data Review Plan (IDRP).

3.2.14 Asthma history

Qparticipant’s asthma history will also be collected and will include questions related to the
llowyi

ng
% first diagnosed date;

e F rance of asthma symptoms date;

exacerbation d in non-emergency room treatment, emergency room treatment,

e Most @acerba‘uon date;
e  Number cerbations within previous 12 months prior to screening (including
e

hospitalization)

3.2.1.5 Substance usaQ
Alcoholic beverages status an @ tign, and past smoking status (cigarettes, cigars,

mp
pipes, smokeless tobacco and non-t%otine products) together with the consumption
of cigarettes in pack-years will be collect

33 Derivation of primary vakia

The primary efficacy variable is the pre-bronchéd forced expiratory volume in the
first second (FEV1) (L). Pre-BD FEV; (L) will be m by in-clinic spirometry at visits
SV1, SV2, SV4, SV6, SV7, SV8, SV9, SV10, SVll E/D The primary efficacy

endpoint is the change from baseline to Week 16 in pre-
34 Derivation of secondary variables .
34.1 Pharmacokinetics (PK) /

Serum samples will be collected for measurement of serum concentrati f 13506 at
visits SV4, SV6, SV7, SV8, SV9, SV10, SV11, SV12 and E/D. Additional detail

provided in Section 3.1.5. /O

34.2 Immunogenicity (serum)

Blood samples for determination of anti-drug antibodies (ADA) in serum will be asses&@o

visits SV4, SV6, SV7, SV8, SV9, SV10, SV12 and E/D.
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34.2.1 ADA definitions
ADA detection at sample level:

e A sample is considered to be ADA positive if the titre is greater than or equal to the
minimum required dilution (MRD) of the assay.

e A sample is considered to be ADA negative if the titre is <MRD of the assay.

A detection at participant level:

articipant is considered ADA positive if at least one collected sample is tested positive
t ime during the study, including baseline and/or post-baseline (see definition for
ADA préfalence in Section 3.4.2.2).

e A parfici is considered ADA negative if collected samples are tested negative at all
timepoints, Wcluding baseline and post-baseline.

Subjects with a m g basglime ADA assessment should be assumed to be ADA negative as
a conservative approach t re that all subjects are included in all analyses.

Treatment-related ADA nt at participant level:

Treatment-emergent ADA posi APA+) is defined as being either of treatment-
induced ADA positive (ADA negativgf@ @ ine and at least one post-baseline ADA
positive) and treatment-boosted ADA positivgs( ADA positive at baseline and baseline titre is
boosted by greater than the variability of tI@ i@ > 4-fold increase) at > 1 post-baseline
timepoint). Treatment-emergent ADA negati A-) is defined as ADA positive but
not fulfilling the definition of TE-ADA positive. 4

The median of maximum titres is calculated based on / aximum titre for each ADA
positive participant within each treatment group (includi selinggmd post-baseline
measurements).

L 4
3.4.2.2 Categories of ADA responses /
Baseline is defined as the last ADA assessment prior to the first dose o@'igational
product (IP).

Numbers and proportions of: /

e Participants who are ADA positive at any time during the study, including basehn@yr
post-baseline (also generally referred to as ADA positive). The proportion of ADA
positive participants in a population is known as ADA prevalence. >

e Participants who are ADA negative at all assessments, including baseline and post-
baseline (also generally referred to as ADA negative). @

e Participants who are ADA positive at baseline only.
e Participants who are ADA positive at baseline and at least one post-baseline assessment.
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e Participants who are treatment-emergent ADA positive (see definition in Section 3.4.2.1),
reported overall and separately as treatment-induced and treatment-boosted subjects. The
percentage of TE-ADA+ participants in a population is known as ADA incidence.

e Participants who are treatment-emergent ADA negative (see definition in Section

3.4.2.0).
@ e Participants who are persistently ADA positive, which is defined as ADA negative at
aseline and having at least 2 post-baseline ADA positive measurements with > 16 weeks
etween first and last positive, or an ADA positive result at the last available post
eline assessment.

. ants who are transiently ADA positive, defined as ADA negative at baseline and
atileas post-baseline ADA positive measurement and not fulfilling the conditions for
persi sitive.

e Participant j are ADA positive with maximum titre > median of maximum titres.
C

343 Asth ontr: estionnaire-6 (ACQ-6)
The questionnaire will ed using the eDiary in accordance with the SoA of the CSP.

@)

In the ACQ-6, participants a ﬁo recall how their asthma has been during the previous
week by responding to one BD use que nd 5 symptom questions. Questions are
weighted equally and scored from 0 (ot ntrolled) to 6 (severely uncontrolled). The
mean ACQ-6 score is the mean of the respo
missing, the ACQ-6 score will be missing.
asthma, scores between >0.75 and <1.5 indic comtrolled asthma, and scores >1.5
indicate not well-controlled asthma (Juniper et a % dividual changes of at least 0.5 are
considered clinically meaningful. /

s. If response to any of the questions is
scores of < 0.75 indicate well-controlled

ore from baseline to

ndomisation

Week 16. The change in mean score from baseline to each of th ic

assessments will also be derived (see Section 3.1.3). /

The key outcome variable for the ACQ-6 will be the chauQ me Eﬁ
D

Other variables based on ACQ-6 to report include:

e Proportion of participants with a decrease in ACQ-6 score of > 0.5 fron‘@/eto

Week 16 (Yes=1/No=0):
—  Yes: change from baseline ACQ-6 score to ACQ-6 score at Week 16: < -0
—  No: change from baseline ACQ-6 score to ACQ-6 score at Week 16: > -0.5. 0
e  Proportion of participants achieving ACQ-6 well controlled status (Yes=1/No=0): Oﬁ

—  Yes: ACQ-6 score at Week 16 <0.75.
— No: ACQ-6 score at Week 16 > 0.75. @
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Participants with missing or non-evaluable ACQ-6 score will be considered as not achieving
ACQ-6 response.

344 St George’s respiratory questionnaire (SGRQ)

The SGRQ is a 50-item PRO instrument developed to measure the health status of subjects
@ ith airway obstruction diseases (Jones et al 1991). The SGRQ yields a total score and three
@in scores (symptoms, activity, and impacts). The total score indicates the impact of
on overall health status. This total score is expressed as a percentage of overall
t, in which 100 represents the worst possible health status and 0 indicates the best
possible h tatus. Likewise, the domain scores range from 0 to 100, with higher scores
indicat greater impairment. Specific details on the scoring algorithms are provided by
the develope ser manual (Jones and Forde 2009). The principle of calculation of total

score and domai ?\ accordance with user manual are provided in Appendix A.
m

The SGRQ will be plet ing the eDiary in accordance with the SoA of the CSP, and a
4 week recall version wi

The key outcome variable fo Q will be the change in mean total and domain scores
from baseline to Week 16, but the chan ean total and domain scores from baseline to
each of the post-randomisation asses 11 also be derived (see Section 3.1.3).

Other variables based on SGRQ to report i@

e Proportion of participants with a decrease 1 Qre of > 4 points from baseline to
Week 16 (Yes=1/No=0):

—  Yes: change from baseline SGRQ score to S scare at Week 16: < -4.
— No: change from baseline SGRQ score to SGR re at 16: > -4.

Participants with missing or non-evaluable SGRQ score will be /d‘ as not achieving

SGRQ response. 0

345  Post-BD FEV; Q
Secondary efficacy variable is the post-BD FEV; and will be measured by in-cluffc gpigometry
chang

at visits SV1, SV2, SV4, SV8 and SV10. The secondary endpoint is the absolute .
baseline to Weeks 8 and 16 in post-BD FEV; (L) (see Section 4.2.5).

&n
3.4.6 Asthma CompEx O 5

Asthma CompEx is a combination of exacerbations of asthma and diary events (ie,

combination of eDiary variables). Asthma CompEXx is a composite surrogate endpoint for @
exacerbations of asthma, recently developed by AstraZeneca (it is not yet a regulatory-

approved clinical endpoint).
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Diary events are defined by the threshold and slope criteria using the following
morning/evening (AM/PM) diary variables:

e PEF (variable 1=V 1= morning PEF; variable 2=V2= evening PEF).

e Symptom score (0 — 3) (variable 5=V 5= morning symptom score; variable 6=V6=
evening symptom score).

O\J se of rescue medication (variable 3=V3= morning rescue medication usage; variable

=V4= evening rescue medication usage).

follo

1 Anast @c rbation,
2 A diary even@is defined as either the threshold criterion or the slope criterion (or
both), as defin e%ng met for >2 consecutive days.

A “011 be considered to have a CompEx event if the subject has one or both of the

For this purpose, “2 conse lays” means strictly the same 2 consecutive days when
assessing multiple requirements g¥ithin those days. For the eDiary data (which is captured
twice during the day), one day will be dg d by the morning/evening pairing for consistency
with published precedent for the Com Q point. (Note: other eDiary endpoints in this trial

will use an evening/morning pairing to defingg@ne day.) The morning eDiary recordings
captured on the first day of treatment will \@-c ded in the calculation of the CompEx

endpoint.

Threshold criterion: / PY
(a) >15% decrease from baseline in either mo or evening home-based PEF

(V2),

and at least one of the following:
(b) >1.5 doses increase from baseline in rescue medicationig her the morning (for

preceding night, V3) or evening (for preceding day, V4), /
(c) >1 score increase from baseline, or the absolute maximal sympto Cffe, in either

Y

the morning (V5) or evening (V6).

For (b), the number of doses of rescue medication is defined as the number of phaler

recorded in the morning and evening, respectively.

For (c), the asthma symptom score (scored 0-3) as described in Section 3.6.2.1 (V1-V6), O

®

provided those non-missing values meet the criterion.
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Slope criterion:

One of (a), (b) or (c) above 1s met for >2 consecutive days and the regression slope
requirement over the preceding 5 days 1s also met.

@ The regression slope requirement in the preceding 5 days is that all of the following are met:
orning PEF slope < -3%/day:
ening PEF slope < -3%/day;
ing (preceding night) rescue medication slope > 0.3 doses/day;

. eni eceding day) rescue medication slope > 0.3 doses/day;

e Mom a symptom score slope > 0.2 score/day;

e Eveninglasthaia symptom score slope > 0.2 score/day.

In all of the abov s %ression slope is the point estimate of the slope obtained from a

linear regression of the ab e values of each of the six variables (V1-V6) separately against

‘es included in the regression model.

For morning and evening PEF, #fie regres 101 slope thus obtained will first also be divided by
the baseline PEF value before applyingghe abBove criterion. The following table shows how

day number, with no oth

the timing for the 5-day requirement Yor th&#egression slopes fits with the 2-consecutive day
requirement, where “Day 0" here refers to th€ firgf of the 2 consecutive days (shaded) to be

used each time the rolling 2 consecutive da nt is made:

Table 3 Timing for assessment of Co ¢ criterion

Day -4 Day -3 Day -2 Day -

Threshold (a),
®).(©

Slope X X X X

A regression slope will be calculated provided there are at least two non-mi ﬁs in the

required 5 days. If one or more of the six variables above (V1-V6) does not ha

non-missing values in the required 5 days, then the slope requirement therefore can @
i}

The start date of a CompEx event is defined as the earliest of the exacerbation or objec
deterioration start dates which meets the definition. Diary event start date is defined as the ﬁ
earliest Day 0 (in notation from Table 15) from any series of rolling 2 consecutive days which

first qualifies using either the threshold or slope criterion. @
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The end date of a CompEx event is defined as the latest of the exacerbation or objective
deterioration end dates which meets the definition. Diary event end date is defined as the latest
Day 1 (in notation from Table 3 ~ Timing for assessment of CompEXx slope criterion) from
any series of rolling 2 consecutive days which last qualifies using either the threshold or slope

@ criterion.
: '@nt duration is defined as the end date minus the start date plus 1.

If the @ f the first CompEx event and the start date of the second CompEx event are
less tha art for any subject, then these will be counted as one CompEx event.
For CompEx

dose date +28 da
period from baseline to en ollow-up (Week 24) will also be conducted.

Time-to-first event will be as: [Start date of first event or censoring — date of 1% dose]

+ 1.

omly on-treatment events (based on the period from baseline to last
be considered. A supplementary analysis including events in the

Date of first event will be the first st@ a CompEx event as defined above. For
participants who do not experience an on-treattnent CompEx event, date of censoring will be

the minimum between the date of last dosefplu $s, and the last day of eDiary recording

during the on-treatment period. For the analys$ts pEx during combined treatment and
follow-up period, date of censoring will be the dtween the date of end of study
atment and follow-up period .

visit, and the last day of eDiary recording during co

For recurrent events, there must be a gap of 7 days betweensevents 4
end date of first CompEx event and start date of second Comp
closer in time will be collapsed into one event.

vents that occur
L 2

7

The time during the event and the 7 days after each event will not be cofisideted when
defining time at risk for the CompEx event rate. Time at risk will be defi d@a‘[ f last
treatment plus 28 days— date of 1% dose] + 1 — recovery time. For the analys Ex

during combined treatment and follow-up period, the time at risk will be define

e
end of study visit — date of 1% dose] + 1 — recovery time. %
The annualised rate of asthma CompEx events, during intervention period (Baseline to las O

dose date +28 days) per participant will be calculated as:

Annualised rate of asthma CompEx events during intervention period = @
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Total number of asthma CompEx events
(Date of last dose of IP + 28 - Date of the first dose of [P — recovery time + 1)/365.25

where the recovery time is defined as:

k
@ min(i*" event end date + 7, date of last dose + 28) — i*"event start date + 1]

=1

lised rate of asthma CompEx events, during intervention and follow-up periods
Ba e@ k 24) per participant will be calculated as:
Annudlis of asthma CompEx events during intervention and follow-up periods =
otal number of asthma CompEx events
(Date of last up te of the first dose of I[P — recovery time + 1)/365.25

da

wn

Where the recovery timé’is

k
E[min(ith event end date + 7, c@ast follow up) — it"event start date + 1]

O

i=1

Rolling windows of time:

The deterioration criteria for the individual diar¥
threshold criteria and regression slope criteria during

ablés are defined as a combination of
frolling window. Each rolling
cutive @ays for threshold assessment
(Window Day 0 and 1), and 5 preceding consecutive day regregfion slope assessment
(Window Day -4 to 0). For this purpose, “2 consecutive days” same 2 consecutive
days when assessing multiple threshold requirements. Similarly; ‘jﬁlg consecutive
t

days’ means the same 5 preceding consecutive days when assessing ipte,slope
requirements.

window contains 6 consecutive days, including 2 con

Rolling
Window Study Day 112]|3]4)5|6]71]8]...... n | n+1 | n+2
1 Window Day 4 3 9 1 0 1
Threshold < x
Assessment ﬁ
Slope Assessment | X X X X X @
) Window Day 4 3 2 1 0 1
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Rolling
Window Study Day 112]|3]4)5|6]7]8]...... n | ntl | n+2 | n+3 | n+4 | n+S
Threshold < x
Assessment
Slope Assessment X X X X X

Window Day 0 1

Threshold < x
Assessment

Slope Assessment

N
%)
&)
—_

4 -3 -2 -1 0 1
X X
X X X X X

@ ssed for a series of rolling windows over the entire study
duration. For example, Win ﬁudes ‘Study Day 1’ through ‘Study Day 6, Window 2

rolls one day forward that includes ‘2’ through ‘Study Day 7°, Window 3 rolls one

Cl

day forward that includes ‘Study Day#™¢hroggh ‘Study Day 8, and so on so forth, as
illustrated in the table below:
Table 46 Rolling windows of timeO

/ ’

34.7 Fractional Exhaled Nitric Oxide (Fe

Percent change from baseline to Week 16 in concentratio FeN
secondary endpoint of this study. Additionally, percent and rel
Weeks 1, 4, 8, 12, 16, 20, and 24 will be analysed as explorato

performed. The mean value of the measurements, as provided by the vendor, will
the statistical analysis. Percent and relative change from baseline in FeNO will be

accordance with Section 3.1.3 of this SAP. @:
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3.5 Derivation of safety variables

3.5.1 Adverse events (AEs)

AEs will be collected from signing of ICF throughout the intervention period and including
the follow-up period. SAEs will be recorded from the time of signing of ICF. AEs will be
coded with MedDRA version 25.0 or higher.

wata will be allocated to the study phase (as defined in section 3.1.4) according to their
t date. AEs will be defined as treatment emergent adverse events (TEAEs) if they have an
ing the on-treatment phase. AEs with a missing start date will be considered as on-

treatment. /
3.5.1.1

The following il be particularly monitored in this study:

e events of special interest

e Hepatic function abWty meeting the definition of Hy’s Law as described in Section
8.3.8 of the protoco

e Serious hypersensitivii@ ing Type 1 to 4 hypersensitivity reactions), for example
anaphylaxis and severe allgg€ic reactigns, and immune complex disease.
e Injection site reactions.

e Cardiac events (including angina or
symptomatic atherosclerotic vascular di

cardial infarction, congestive heart failure,
cor pulmonale, or arrhythmia).

e Serious infections (including opportun etions and viral reactivations), for example
herpes simplex virus/varicella zoster virus,

@ lzvirus/cytomegalovirus, TB,
SARS-CoV-2 and all other opportunistic infc€tiom€ listed in the Guidelines for the
£

Prevention and Treatment of Opportunistic Infe Jédults and Adolescents with
HIV.

e  Qastrointestinal adverse events.

e Malignancy. 4

AEs will be assigned to a specific category based on investigator’s j@, using a
checkbox on the AE CRF page. In addition, standardized MedDRA que s) will be
utilized when possible, and a selection of HLTs, SOCs and/or PTs will be ufili fepresent
other situations, to perform a cross-check with eCRF categories. A comprehen

ill be
provided by the patient safety team prior to any study delivery. @&

3.5.2 Vital signs variables

Vital signs assessments (body temperature, diastolic blood pressure (DBP), systolic blood Oﬁ
pressure (SBP), heart (pulse) rate and respiratory rate) will be performed at visits SV1, SV4,

SV6, SV7, SVS, SV9, SV10, SVI11, SV12 and E/D. For SV4 and SV7 vital signs will be taken @
before and immediately after administration of study intervention, and at 30, 60, and 120
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minutes (£ 5 minutes). For SV8 and SV9 vital signs will be taken before and immediately
after administration of study intervention, and at 30 and 60 minutes (+ 5 minutes) thereafter.

Height will be assessed at SV1 only. Weight will be assessed at SV1, SV4, SV10, SV12 and
E/D.

s: BMI = weight / (height"2).

y« mass index will be calculated from the height (in meters) and weight (in kilograms) as

upper

, vital signs values will be classified as normal (if value is between lower and
1mit},
limit) ac

(if value is below the lower limit), and high (if value is above the upper
1 the normal reference ranges (Table ):

Body temperature >37 +1

DBP <60 >100 +15
SBP mm¥g /\ <90 >160 +30
Heart (pulse) rate beats/min ASO >100 +20
Respiratory rate breath/min 12 >24 +3

BMI kg/m? 8.5 >35

Table 17 1 sign reference ranges
Parameter t%nit Lower limit Upper limit Change Criteria

High value (H) is defined as upper referen sLisflit £l oh change (HC) is defined as increase
from baseline greater than prespecified criterios @ valfic (L) is defined as below lower
reference limit. Low change (LC) is defined as decte

})m baseline greater than
prespecified criterion. O

353 Laboratory variables

Clinical Safety Laboratory will be performed at visits SV1, S V&, SV8, SV9, SV10,
SV12 and E/D, except for urinalysis that will be performed at visits , o4, SV6, SV,
SV8, SV9, SV10 and E/D. Clinically significant abnormal laboratory r@re defined by
the investigator.

Following haematology, clinical chemistry and urinalysis parameters will be as(@

Table 18 Laboratory safety variables
Haematology/Haemostasis (whole blood) Clinical Chemistry (serum or plasma)
WBC count with differential Potassium
RBC count Sodium
Haematocrit AST
Platelet count ALT
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Haemoglobin

ALP

Coagulation parameters (PT, INR, and aPTT)

TBL (if result is > 1.5 ULN, indirect and direct
bilirubin will be measured)

GGT

Urinalysis (dipstick)

Creatinine

olour and appearance

Blood urea nitrogen

ecific gravity

Albumin

Total protein

Uric acid

ding WBCs, RBCs, and casts.

Glucose

Ketones
Blood

Bilirubin

Leukocytes

Note for haematology: blinding
Section 6.3.2 of the protocol.
Note for serum chemistry: Tests for AST, ALT
concurrently.

ALP = alkaline phosphatase; ALT = alanine*frans
AST = aspartate transaminase; GGT = gamma gluta
normalised ratio; PT = prothrombin time; RBC = r

normal; WBC = white blood cell.

3.5.3.1 Other safety tests

e NT-proBNP (only at SV1, SV8, SV9, SV10, SV1

e SARS-CoV-2 PCR test (performed anytime between¥2ay -7 an
needed prior to randomisation. Testing may then be perfo
study intervention and follow-up periods for a participant

19)

3.5.3.2 SARS-CoV-2 serology testing

Participants’ serum will be tested for the presence of antibodies to the SARSQ%irus

from blood drawn at the visits SV4, SV10 and E/D.

3.54 Electrocardiogram (ECG)

r eosinophil, basophil, and monocyte data are described in
nd TBL must be conducted concurrently and assessed

ase; aPTT = activated partial thromboplastin time;
transferase; Ig = immunoglobulin; INR = international

cell? TBL = total bilirubin; ULN = upper limit of

é.

)

Day -4 as the results are

) $ y point during the
> %8

/O%aving COVID-

ECG variables will be collected at visits SV1, SV4, SV10, SV12, and E/D as follows:

e Heart (pulse) rate
e RRinterval
e QRS interval
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e PR interval
e QT interval

Additionally, QT correction using Bazett’s and Fridericia’s formulas will be calculated as
@ follows (unless already derived directly from the CRF):

a)TcB = QT/(RR"Y),

cF = QT/(RRMA),

wheret QT fasured in msec and RR is measured in sec.

Categoric terpretation (normal, abnormal clinically significant, abnormal not
clinically sig iPbe provided by the investigator.
Table 19 E
Parameter Upper limit Change
criteria
Heart (pulse) rate >100
RR interval >1200
QRS interval >120
PR interval ms <1 >200
QT interval ms N/A 50 male >470 female +30
QTcB interval ms N/A e >470 female +30

QTcF interval ms N/A 6470 female +30

3.5.5 Echocardiogram .

A transthoracic echocardiogram to assess left ventricular ejection ‘% VEF) will be
a

assessed any time after signing of informed consent, so that results le prior to

randomisation and then at any time at or between SV9 and SV10 inclus1

3.6 Derivation of exploratory variables /O
3.6.1 Airwave oscillometry (AO) variables

Airwave oscillometry will be performed at SV2, SV4, SV6, SV7, SV, SV9 and SVlO@
Airwave oscillometry is a non-invasive lung function test included in this study to evaluate g

treatment effect on small airway physiology. @
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The parameters R5, R20, R5-R20 and AX for each assessment will be recorded and analysed.
The AO assessment at SV6, SV7, SVE, SV9, and SV10 will be performed only if the baseline
visit AO is performed successfully, as judged by the investigator.

@ 3.6.2 Patient reported outcome (PRO) variables

atient-reported outcome data will be captured via an ePRO device. For all outcomes based on
PRO devices, analyses will be based on data up to and including Week 24.

ma symptom score, rescue medication use and home peak expiratory flow, 2-weekly
me @e Iculated. A 2-weekly mean is calculated as the sum of all non-missing daily
measu % over 14 sequential days divided by the number of days with non-missing

r nights with awakenings due to asthma, the 2-weekly mean will be the

percentage o ¢ participant answered “yes” to ‘did your asthma cause you to wake up’
and “yes” to ‘did scue medication upon awakening’. For derivation of the 2-weekly
mean scores see Section 3. W ote that the first 2-weekly mean in the treatment period will
be based on the evening g€cosdimg on day 1 up to and including the morning recording on day
15. The daytime score is re ip the evening and the night-time score is recorded the
following morning; 2-weekly pﬁ are defined as follows (where Day 1 is the day of
randomisation)

measures/

Where a total score is calculated within a daygfe.g. Asthma symptom score), this calculation
will span two calendar days — the daytime yal
time value recorded on morning of day x+1.

orded in evening of day X, and the night-
g sthma symptom score on Day 1 will be
the day time score recorded on the evening of Da tfight-time score recorded on the
morning of Day 2. /
Where only night-time scores/results are of interest, the ng enfrigs on the second day of
a period up to and including the morning entry on the last day g @ od (or morning of the
last day of study for the last period/last IP intake) will be considSied e only daytime
scores/results are of interest, the evening entries on the first day of thJ

up to and
including the evening entry on the second last day of the period (or eve& e the last day
of study/last IP intake) will be considered.

<<

3.6.2.1 Asthma symptom score

Asthma symptoms during night-time and daytime will be recorded by the participa c

morning and evening in the asthma daily diary. Each symptom item will be recorded u a

scale 0 — 3, where 0 indicates no asthma symptoms. Asthma symptom daytime score O
(recorded in the evening), night-time score (recorded in the morning), and total score will be

calculated and presented separately. @

The daily asthma symptom total score will be calculated by taking the sum of the daytime and
night-time asthma symptom scores recorded each day. If a participant is missing a value for
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either night-time or daytime asthma symptom score on a given day, then the total score for
that day will be set to missing.

The outcome variable is the change from baseline through Week 24 in 2-weekly mean daily
asthma symptom total score. 2-weekly means and change from baseline for daytime and
night-time scores will also be calculated for the 2-weekly periods according to Table 1

&ion 3.1.4).
@ Rescue medication usage
D

I@tudy period, participants will be required to document rescue medication usage in

the e e daily. Daytime use is recorded in the evening and night-time use is recorded

in the mo

The outcome e 2-weekly mean daily rescue medication usage (puffs/day) and

will be calculated eéfdy periods according to Table 1 (Section 3.1.4).
3.6.2.3  Nights with vmng due to asthma

Bi-weekly mean change fr: e in the number (percentage) of nights with awakening
due to asthma that required reseffe medicagion will be calculated as the outcome variable for
the 2-weekly periods according to T%tion 3.1.4).

3.6.24 Home FEV1
Bi-weekly mean absolute changes from ba
weekly periods according to Table 1 (Section

L 4
3.6.2.5 Home peak expiratory flow (morningé ing)

Bi-weekly mean absolute changes from baseline PEF Wi@alcul ed for the 2-weekly
periods according to Table 1 (Section 3.1.4).

gine FEV will be calculated for the 2-

L 4
3.6.3 FEV1% reversibility and FEF25-75% /

Exploratory variable are the FEV % reversibility and FEF25-75%. The

illlbe measured by
in-clinic spirometry at visits SV1, SV2, SV4, SV8 and SV10. Reversibi wd as

follows:

FEV 1% reversibility = (post-BD FEV - pre-BD FEV)/pre-BD FEV; x

reversibility and FEF25-75%.

3.6.4 Asthma exacerbation @

Asthma exacerbation will be assessed throughout the duration of the study.

The exploratory endpoint is the change from baseline to Weeks 8 and 16 in FEV 1% 0:
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Time to first asthma exacerbation will be calculated as start date of asthma exacerbation
minus date of 1% dose plus 1.

The annualised rate of asthma exacerbation during intervention period (Baseline to last dose
@ date +28 days) per participant will be calculated as:

O Annualised exacerbation rate during intervention period =
@ No.of exacerbations

Qlast dose of IP + 28 — Date of 1st dose — recovery time + 1) / 365.25
The anfali

ate of hospitalised asthma exacerbation during intervention period per
participan alculated as:

Annspitalised exacerbation rate during intervention period =

No.of e ations which resulted in hospitalisation
(Date of last dose of 1 — Date of 1st dose — recovery time + 1) / 365.25

The recovery time is defined as? c
k

E[min(ith exacerbation end date + 7, date of ;ast dose of study intervention + 28)

i=1
— ith exacerbation start dat

*
3.6.5 Patient Global Impression of Bene(%ﬁGI-BR)

The PGI-BR is a 5-item questionnaire assessing the parti€ipant’s peteeption of the overall
benefits and risks of treatment at SV10. The 5 items assess: overa ahexperience, efficacy,
side effects, convenience and overall assessment of the benefit§ atmseof treatment. Items

are rated on 5- or 6-point verbal rating scales.

3.6.6 Asthma related inflammatory blood biomarkers 0‘0
V.

Asthma related inflammatory blood biomarkers will be assessed at visits S AVZ
SV8, SV9, SV10, SV11, SVI12 and E/D and will include following parameters: O

e plasma EDN 0

e total IgE O

« sST2 /\

e Allergen-specific IgE @
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3.6.7 Sino-nasal Outcome Test-22 (SNOT-22)

The SNOT-22 is a condition-specific health-related quality of life assessment, which captures
participant-reported physical problems, functional limitations, and emotional consequences of
sino-nasal conditions (Hopkins et al 2009; Piccirillo et al 2002). The SNOT-22 contains a list
of 22 symptoms and social/emotional consequences of a participant’s nasal disorder, and
@ easures how severe each symptom is and the social/emotional consequences of symptoms
y a 2-week period on a scale from 0 (no problem) to 5 (problem as bad as it can be). The
t re is the sum of item scores and has a range from 0 to 110 (higher scores indicate

p Q)mes).
The S g ill be administered to participants who have comorbid chronic inflammatory

conditions sal mucosa and/or paranasal sinuses (CRS) on the eDiary according to the

SoA of the C ratory endpoint will be the change from baseline through Week 16
in SNOT-22.
3.7 Derivatiof loratory cough sub-study variables

Objective cough measure

Objective cough frequency over 24 hourgfill be measured using an ACM (VitaloJAK™;
Vitalograph, Buckinghamshire, UK) 11 be fitted and worn by the participants for
approximately 24 hours after the visits SV2 SV10. The digitally recorded data will be sent
to Vitalograph who will undertake cough c@ all participants using a standardised
process. Following parameters will be provided:;

4
e Daily cough frequency. é
e Awake time cough frequency. O

All frequency data will be recorded to two decimal places. The r%cording time for
the measurement to be ‘done’ is 1 hour, however the minimum recor required for
analysis is 18 hours within the 24-hour interval, and subjects’ data with I

time
< 18 hours will be excluded from analysis. /

e Night-time cough frequency.

Cough VAS

Participants will be asked to complete a cough severity VAS (100 mm linear scale mar@

with a horizontal line by the participant, with 0 mm representing ‘‘no cough’’ and 100

representing “worst cough”) measuring subjective assessment by the participant of the prio ﬁ

24 hours for severity of cough symptoms (Smith et al 2006). Exploratory endpoint will be the
change from baseline to Week 16 in cough VAS. @
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4 ANALYSIS METHODS

The primary analysis will occur once all participants have either completed the SV10 (Week
16) assessments or have withdrawn from the study. The sponsor staff will be fully unblinded

not be made aware of unblinded treatment assignments for individual participants who are in

yllow-up period until these participants have completed the study.

'@1 analysis will occur when all participants have completed the follow-up period at
S

@( 24) or have withdrawn from the study.

4.1 eneral principles

@ following the Primary Analysis Database Lock. Investigators, participants and site staff will

characteristics wi marised by treatment group for the ITT population.

Treatment groups will be ed as follows:
e MEDI3506 [gill mg /‘

o MEDI3506 [Rlime

e Placebo

The standard descriptive summary statistic@e f continuous data are n, mean, standard
deviation, median, minimum value and maxi e. Other summary statistics (e.g.,
standard error (SE) least-squares mean (LSmea ndinterval (Cl)) may be suitable in
addition. For log transformed data geometric mean efficient of variation (CV) will be
presented in addition to the standard descriptive summalétics. Concentration data will be
li

summarised using descriptive statistics, including n, n<lo mi guantification,
arithmetic mean, arithmetic standard deviation (SD), geometri @

(CV%), geometric mean -/+ geometric SD (gSD), minimum, mc@igagand maximum values.
The geometric mean is calculated as the exponential of the arithmeti% Iculated from
data on a natural log scale. The geometric CV% is calculated as 100 x xpgs2)-1], where s
is the SD of the data on the natural log scale. The geometric mean -/+ gSD i@fd as

exp(mean(log(PK Conc)) -/+ std(log(PK Conc))).
For continuous data the mean, median, geometric mean, first quartile (Q1), third q%},

LSmean, CI, SD and SEwill be rounded to 1 additional decimal place compared to the :

vefficient of variation

analysed data. Minimum and maximum will be displayed with the same accuracy as the
analysed data. Coefficient of variation (CV%), where reported, will always be reported to 1
decimal place.

For categorical data, percentages will be rounded to 1 decimal place.
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PK concentration descriptive statistics will all be presented as follows:

e Arithmetic mean, arithmetic SD, geometric mean, geometric CV%, Geometric Mean -/+
gSD, median: 4 significant figures

e  Minimum, maximum: 3 significant figures

e Data listing: same significant figures as supplied from bioanalysis.

w rimary analysis will be performed after all participants have completed SV10 (Week 16)
@withdrawn from the study. At the time of the primary analysis all data collected on
\ )

the p

data cut-off date (i.e., Week 16 visit date for the last subject) will be cleaned. For
0S e statistical analysis, data cut-off rules might be implemented and described

off rules will be 1

nted_for the final analysis.
4.1.1 Statistical ses

The primary efficacy endpo hange from baseline in pre-BD FEV; at Week 16. A
treatment policy estimand will B¢ appliedgighereby all available data are included in the
analysis, irrespective of whether a pard€ @@ discontinued study intervention or received

rescue therapy.

in a separ. @lent.
All data colle w time of the final DBL will be included in the final analysis. No cut-
e

The null hypothesis is that the change from
dosed with MEDI3506 is equal to the change ft

seli egn FEV| at Week 16 for
participants dosed with placebo. The alternative hyp 5? is that the change from baseline in
FEV at Week 16 for participants dosed with MEDI3 i

gtgater than the change from
baseline in FEV; at Week 16 for participants dosed with ebo, ie;

e Ho: Change from Baseline in FEV; at Week 16 (MEDI350 @ 0)# 0.
e Hi: Change from Baseline in FEV; at Week 16 (MEDI3506-plac &0
p 1 reject

in FEV| at Week 16 for participants

Hypothesis testing will be performed at the one-sided 10% level. If the 0,1,
HO and accept H1. A hierarchical testing strategy will be used to preserve th error for
the comparisons of each of the 2 dose levels of MEDI3506 versus placebo, as ft @

e Step 1: Test MEDI3506 . mg versus placebo in regard to Ho

e Step 2: If previous step rejects: test MEDI3506 . mg versus placebo in regard to ;o O
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4.1.2 Repeated measures mixed effects analysis of covariance model
(MMRM)

The repeated measures mixed effects analysis of covariance model (MMRM) will be used to
fit change from baseline for continuous endpoints at each visit, for the ITT population. The
model will include all available data from all visits up to and including the target visit,
@ irrespective of whether the participant discontinued study intervention or received rescue
y. No imputation will be made for missing data, as a repeated measures model is being
plicd. The model will include fixed effects for baseline, background medication use,
hic region, baseline ICS total daily dose, visit, treatment and the baseline by visit and
t visit interactions. Visits within subject are considered as repeated measurements.
An uv@ covariance matrix will be used to describe the correlations between
observ f participant between visits. The denominator degrees of freedom will be
calculated r@ Kenward-Rogers method. In the event that the model with unstructured
covariance ailg to,converge, an autoregressive (1) covariance matrix will be used
instead. If also thessive (1) does not converge, a compound symmetry covariance
matrix will be used@f the nagdel still does not converge, the baseline by visit effect will be
deleted from the model. ates of the least square mean change from baseline in endpoint
variable for each treatmé he difference between them, together with two-sided 80%
confidence interval, will be'g rom the model for each visit. The significance of the

treatment effect will be tested 10% one-sided level of significance as described in Section
4.1.1.

The reportable results from the model will b

e The least-square means (LSMeans) cha aseline at certain visit and their
standard errors for each group ¢

e The difference in change from baseline at certai [ etween active treatments groups
and placebo (LSMeans difference) together with 1 o-sided 80% confidence interval
(CD)

e The one-sided p-value for the difference in change from ba ertain visit between
active treatment groups and placebo *

If the dependent variable is considered to be normally distributed, thev‘%ﬁted in the

model will be the change from baseline; the MMRM and the reportable 1 be those
described above.

On the other hand, if the dependent variable is considered to be log-normally distr
variable fitted in the model will be the change from baseline in logarithmical scale, with t

logarithm of the baseline value as a covariate. Change from baseline in logarithmic scale
defined as the log-transformation of the post-baseline visit value minus the log-transformati ﬁ

of the baseline value.

The MMRM will be as described above but the reportable results from the model will be:
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e For the percent change:

—  Back transformed LSmeans for each group, which correspond to the estimated
percent change from baseline; back transformed LSmeans is derived as
[EXP(LSMean)-1]*100;

— Two-sided 80% CI of the back transformed LSmeans for each group; 80% CI of the
back transformed LSmeans is derived as [EXP(Lower limit of the 80% CI of the
O LSmean)-1]*100; [EXP(Upper limit of the 80% CI of the LSmean)-1]*100;
@ the relative change:

@k ansformed LSmeans for each group, which correspond to the estimated
1 change from baseline; back transformed LSmeans is derived as

ean);
— Tw 800041 of the back transformed LSmeans for each group; 80% CI of the
back tra Q ed LSmeans is derived as EXP(Lower limit of the 80% CI of the
LSmean); EXP(Upper limit of the 80% CI of the LSmean);

e For the comparison! Q
—  The estimated geo ﬁ\/lean ratio between active groups and placebo; the ratio
is calculated as EXP(I'SMean difference);

—  The Two-sided 80% CI of thé'r e 80% CI of the ratio is calculated as
EXP(Lower limit of the 80% CI of ti#€ LSmean difference)0; EXP(Upper limit of the
80% CI of the LSmean difference

—  One-sided p-value.

4
Note that a ratio lower than 1 means that the active tr roup shows a higher decrease
(or a lower increase) compared to the placebo group. On'the other hand, a ratio greater than 1
means that the active treatment group shows a lower decrease (o r increase) compared
to the placebo group. 4

The MMRM will be applied using PROC MIXED (SAS procedure). 0

4.1.3 Analysis of covariance (ANCOVA) Q/

An ANCOVA model will be used to analyse change from baseline for continu ints

collected at only one post-baseline visit. The treatment group will be considered am

effect of the model, with the baseline value, background medication use, geographic regi

and baseline ICS total daily dose as covariates. Comparisons of MEDI3506 . mg vers

placebo and MEDI3506 . mg versus placebo will be assessed within the same model. Th ﬁ
restricted maximum likelihood (REML) approach will be used for the estimation of the

variance and covariance parameters of the linear model; one-sided difference test, with alpha @
level at 10% will be used for the treatment comparisons. No imputation will be made for

missing data.
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The reportable results from the model will be:

e The LSmeans and their standard errors for each treatment group;
e The difference between active treatment groups and placebo (LSmean difference)

together with its two-sided 80% CI
@ e The one-sided p-value for the difference between active treatment groups and placebo.

from baseline; the ANCOVA model and the reportable results will be those described

On the otl(

logarithmical sca
the log-transforma

theyparameter results to be normally distributed, the variable fitted in the model will be the
by
aboVe

if the parameter results to be log-normally distributed, the variable fitted in
hange from baseline in logarithmical scale. Change from baseline in
ined as the log-transformation of the post-baseline visit value minus
of t eline value.

be:

e  For the percent change:
—  Back transformed LSmeansdor roup, which correspond to the estimated

percent change from baseline; bac nsformed LSmeans is derived as
[EXP(LSMean)-1]*100;

—  Two-sided 80% CI of the back transfo S s for each group; 80% CI of the
back transformed LSmeans is derived as Wer limit of the 80% CI of the
LSmean)-1]*100; [EXP(Upper limit of the 8 @the LSmean)-1]*100;

e For the relative change:
@ 0 the estimated
S ed as

relative change from baseline; back transformed LSme3

()
EXP(LSMean); /
—  Two-sided 80% CI of the back transformed LSmeans for each %% CI of the

The ANCOVA model whll escribed above but the reportable results from the model will

—  Back transformed LSmeans for each group, which co

back transformed LSmeans is derived as EXP(Lower limit of the 8@° the
LSmean); EXP(Upper limit of the 80% CI of the LSmean);
e For the comparison:

is calculated as EXP(LSMean difference);

—  The Two-sided 80% CI of the ratio; the 80% CI of the ratio is calculated as
EXP(Lower limit of the 80% CI of the LSmean difference)0; EXP(Upper limit of the @
80% CI of the LSmean difference);

—  One-sided p-value.

— The estimated geometric LSMean ratio between active groups and placebo; th@:
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4.1.4 Chi-squared test

The chi-square test will be used to assess the difference in proportion of responders. The
difference between active treatment groups versus placebo will be presented with the two-
sided 80% confidence intervals the one-sided p-values.

S Negative binomial regression

tiye binomial regression will be used for the analysis of event rates. In this study the
r iable in the model will be the number of asthma CompEx events, the number of
asthm@ exac¢ibations, or the number of hospitalised asthma exacerbations experienced by a
participa del will include treatment group, background medication, geographic
region and b@ ICS total daily dose as covariates. The logarithm of the participant’s
corresponding fo ime will be used as an offset variable in the model to adjust for

participants havin fe?osure times during which the events occur.
tid

The standard parameteriZa @ proach (NB2) of the negative binomial model will be applied
using PROC GENMOD (S ﬁure).

The estimated annualised event rate ijl@oup, the estimated treatment effect (ie, the rate
ratio of each treatment group versus flac , corresponding two-sided 80% CI, and one-
sided p-value for the rate ratio will be preseaf€d. The estimate of the negative binomial
overdispersion parameter will also be repo

4.1.6 Cox proportional hazards ¢

Time to first asthma CompEx event/ first asthma exac omjdata will be analysed using Cox
proportional hazard model including treatment group, baékground medication, geographic
region and baseline ICS total daily dose as covariates. Results o lysis will be
summarised as hazard ratios, two-sided 80% confidence interva ®ided p-values.
Time to first asthma CompEx event/ asthma exacerbation will be d 1s;%&maphically using

a Kaplan-Meier plot.

4.2 Analysis of variables O/

4.2.1 Disposition of subjects

Subject dispositions (number and percentage of participants enrolled, participants rand@i,
participants not randomised (incl. reasons), participants who received at least one dose

study IP, participants who did not receive treatment, participants who completed the

treatment, participants who did not complete treatment (incl. reasons), participants who ﬁ
completed the study and participants withdrawn from study (incl. reasons)) will be presented @
in a summary table for each treatment group and overall. A listing including all standardized

disposition terms will be also provided for all discontinued subjects. The table will be based
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on ‘All Subjects’ population and repeated for the ITT population. The listing will be based on
the ITT population.

The number of participants belonging to each analysis population will be presented in a
summary table by treatment group and overall. Listing of all participants excluded from any
analysis set will be also provided. The listing will include reason for exclusion from

ctive.

ber and percentage of subject recruitment by region and country will be presented for
th ulation.

The nu g ercentage of participants with one or more disruption due to COVID-19
pandemic @esented by treatment group and overall. A listing of all participants
affected by th related study disruption , and a description of how the individual’s
participation was (ylm produced. COVID-19 related study disruptions can be:

e Visitrelated (if visitfis @ted by global/country situation, then contact mode will be

specified);

e  Study drug related (if stud)@ admumistration or location was impacted by
global/country situation; who perf a study drug administration);

e Concomitant medication related 1f eatment was stopped due to any global/country
related situations ie: epldemlc/pandem ealthcare crisis etc.);

e  Withdrawal from study (if primary rea 1ng study is related to global/country
situation).

Participants with reported issues in the clinical trlal t system due to COVID-19

will be listed.

Randomisation scheme and codes as well as subjects receiving @ 5¢ batch of
investigational product will be listed. /

Number and percent of participants remaining on treatment, discontinu nt but still in
study, and participants withdrawn from the study at each scheduled visit wi farlsed

Participants completing the study will be listed.

Number and percentage of participants in sub-study will be summarised for the IT

population.

4.2.2 Important protocol deviations c

The number and percentage of participants with at least one IPD, including COVID-19 related
IPD, will be summarised based on the categories specified in the Protocol Deviation Plan
(PDP), for each treatment group and overall.
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All IPDs will be also listed based on the ITT population. All issues reported due to COVID-19
pandemic, regardless of whether the type of issue is considered a protocol deviation or not,
will be listed separately (see Section 4.2.1).

4.2.3 Baseline assessments and other subject-specific characteristics

4.2.3.1 Demographics and subject-specific characteristics
demographic and subject-specific characteristics reported in section 3.2.1.1 will be
d in summary tables for each treatment group and overall; age, height, weight and

1ll.be summarised descriptively; all the other demographic and subject-specific
cha a@ ill be summarised as categorical variables with the number and percentages
of parti s by categories. Only the baseline measurement for height, weight and BMI will
be considered.

All demographic ct-speciﬁc characteristics will be also provided in listings. The
ill

tables and the listings w sed on the ITT population.

4.2.3.2 Medical hiStOlQ

Medical history as describe ﬁﬂ 3.2.1.2 will be presented in summary tables as number
and percentages of participants by Syst an Class (SOC) and Preferred Term (PT) for
each treatment group and overall. Pagftci with multiple events in the same SOC/PT will
be counted only once in that SOC/PT. Particigpants with events in more than one SOC/PT will
be counted once in each of those SOC/PT. Yab be sorted alphabetically by SOC and

PT. The tables will be based on the ITT populati
4
4.2.3.3 Prior and concomitant medication é
The number and percentage of participants receiving pri@t or éoncomitant medication,

excluding ICS and ICS containing medications, (by ATC4*Classifig “! n system codes and
O

generic name) will be presented by treatment in separate table

medications, excluding ICS and ICS containing medications. Percenta

A separate table will be presented for participants who take disallow% itant
1 calculated
relative to the number of participants in the ITT population. /

All medications will also be listed by subject for the ITT population.

4.2.34 Asthma history 0
Asthma characteristics at baseline (age at asthma onset (Section 3.1.6.2), time since asthmag
diagnosis (Section 3.1.6.1), time since asthma symptoms started (Section 3.1.6.3), time sinc ﬁ
last asthma exacerbation (Section 3.1.6.4), total number of asthma exacerbations within

previous 12 months prior to screening, including exacerbations resulted in non-emergency @
room treatment, emergency room treatment, hospitalization (Section 3.2.1.4)) will be

summarised by treatment and overall for the ITT population. Descriptive summary statistics
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will be produced for previous and concomitant treatments containing ICS and combination of
products containing ICS. Asthma characteristics at baseline and previous and concomitant
treatments containing ICS and combination of products containing ICS will also be listed for
the ITT population.

4.2.3.5 Substance usage
ary statistics will be produced by substance usage category (never, former, current), by
catment group and overall, for alcohol and tobacco use (as specified in Section 3.2.1.5) for
population. Additionally, descriptive statistics on the number of pack-years for former
or curgént digarettes smokers will be provided.

4.2.3.6 assessments at Screening

Summary st or eDiary data at baseline such as 2-weekly mean PEF, 2-weekly mean
FEV1, number oh awakening and rescue medication use, number of days with
rescue medication tsed duri e night and number of days with rescue medication use
by treatment and overall.

during the day, will be p
4.2.4 Analysis of pr
4.2.4.1 Primary analysis of the pri endpoint

The primary efficacy endpoint is the€ha om baseline in pre-BD FEV; to Week 16.

b

The primary estimand is a ‘Treatment Polidy’ e d, as follows: The difference in mean
change from baseline in pre-BD FEV; at We }506 — placebo) will be analysed
1

icacy endpoint

using MMRM (see Section 4.1.2) for the ITT po . This will include all available data
from all visits up to and including Week 16, irrespectiy, ether the participant
discontinued study intervention or received rescue thera@phical representations of the
LSMean change from baseline and the two-sided 80% CI 6Ver ti be provided by

treatment group using the ITT population. .

The observed values and change from baseline through Week 16 in p, Vi (L) by
treatment group and visit will be summarised using the ITT population. O

4.2.4.2 Supportive analysis of the primary endpoint

As a supportive analysis of the primary endpoint, the MMRM analysis (see Sec 0) will
be repeated on the ITT population using data from visits up to and including Week 6

excluding the data from visits after IP discontinuation. Graphical representations of th

LSMean change from baseline and the two-sided 80% CI over time will be provided by O
treatment group using the ITT population. ﬁ

4.2.4.3 Subgroup analysis for the primary endpoint @
For each of the subgroup factors (see Section 3.1.7) a separate MMRM will be fitted using the
same covariates as described for the primary analysis in Section 4.2.4.1. Geographical region
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will not be a covariate if it is the subgroup; baseline ICS total daily dose will not be a
covariate if it is the subgroup; background medication will not be a covariate if it is the
subgroup. MMRM results from subgroup analysis will be displayed using forest plot.

The observed values and change from baseline through Week16 pre-BD FEV; (L) by
treatment group, visit and subgroup will be summarised using the ITT population.

4.4 Exploratory analysis of the primary endpoint
loratory analysis of the primary analyses will consist of the following.

The pfima
including

lysis will be repeated on the ITT population using data from visits up to and
by means of the MMRM as described in section 4.1.2,

Additionally, the explorWalysis of the primary endpoint will consist of repeating the
MMRM analysis (see Se€ti .2) on the ITT population from visits up to and including

Week 24. /

Graphical representations of the LSMe ge from baseline and the two-sided 80% CI up
to and including Week 24 will be pro¥id treatment group using the ITT population.

The observed values and absolute change (@s e though Week 24 will be summarised
by treatment group using the ITT population.

4
4.2.5 Analysis of secondary endpoints é
4.2.5.1 Analysis of lung function parameters mea@in clinic
The observed values and changes from baseline in lung function p gters measured in
clinic such as pre-BD FEVy, post-BD FEV; , FVC, FEVI/FVC#£p predicted FEV1,
percent predicted FVC, PEF and FEF25-75% will be summarised 8 trgdtment group and visit

for the ITT population. Observed values and changes from baseline i FEV to 4-
hours post administration of IP at Day 1 will also be summarised.

The difference in mean change from baseline in post-BD FEV; to Weeks 8 an;/ e

estimated using a MMRM, similar to that described for the primary efficacy analy
(Section 4.1.2). The change from baseline through Week 16 will be included in the mo@
LSMean change from baseline and two-sided 80% CI through Week 16 in post-BD FE i

be presented in figures. ﬁ

All lung function parameters measured in clinic will be also reported in listing using the ITT @
population.
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4.2.5.2 Analysis of ACQ-6

Change from baseline to Week 16 in ACQ-6 will be analysed using MMRM (see Section
4.1.2). LSMean change from baseline and two-sided 80% CI through Week 24 in ACQ-6
score will be presented in figures.

Observed values and absolute change from baseline through Week 16 will be summarised by

ynent group using the ITT population.

@" of exploratory analysis change from baseline through Week 24 in ACQ-6 will also
be'ana

Number a( rtion of participants with a decrease in ACQ-6 score of > (0.5 from baseline

to Week 1 @nber and proportion of participants achieving ACQ-6 well controlled status
at Week 16 (as'de @ ift Section 3.4.3) will be summarised and analysed using chi-squared
test as described 1MaS¢ ti(jnfl for the ITT population.

A listing including resul ﬂ@ch of the questions and the ACQ-6 score will be produced

for the ITT population.

4.2.53  Analysis of SGRQ &
Change from baseline to Week 16 in§G tal and domain scores will be analysed using

MMRM (see Section 4.1.2). LSMean chan@ baseline and two-sided 80% CI through
n

Week 16 in SGRQ total score will be prese res.

Observed values and absolute change from base /I?Week 16 will be summarised.

As a part of exploratory analysis change from baseline thfough Week 24 in SGRQ total score
will also be analysed.

Number and proportion of participants with a decrease in SGR € of > 4 points from
baseline to Week 16 (as defined in Section 3.4.4) will be summarised lysed using chi-
squared test as described in Section 4.1.4 for the ITT population.

A listing including results from each of the question and the total SGRQ scotegwilifbe
produced for the ITT population.

4.2.54 Analysis of Asthma CompEx Q
Time to first asthma CompEx event will be analysed using a Cox proportional hazard m ﬁo

with group, background medication, geographic region and baseline ICS total daily dose as ﬁ
covariates (see Section 4.1.6). All available data from participants through Week 16 will be

included. Additionally, the analysis of time to first asthma CompEx event will be repeated @
using all available data from participants through Week 24 (end of follow-up).
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Time to first asthma CompEx will also be displayed in a Kaplan-Meier plot, including all data
through to Week 24 (end of follow-up).

The asthma CompEx event rate will be analysed using negative binomial regression, with the
log(follow-up time) included as an offset term and treatment group, geographic region,
@ baseline ICS total daily dose as covariates (see Section 4.1.5). The dependent variable will be
mber of asthma CompEx events through Week 16. All available data from participants
yuh to Week 16 will be included, irrespective of whether they discontinued study
i(gtion.

Additignal e analyses of the asthma CompEx event rate will be repeated using all
available @ participants through Week 24 (end of follow-up).

Asthma Comp ill be also reported in listing for the ITT population.
4.2.5.5 Analysi ofw

Relative and percent chafig baseline through Week 16 in concentration of FeNO will be
analysed using a repeated 1@ alysis of covariance model, similar to that described for
the primary efficacy analysis (S€Ction 4.1.2 — reportable results for variables log-normally
distributed). Estimates of the least sqﬁ\ change from baseline for each treatment, and
the difference between them, together wit -sided 80% confidence interval and one-sided
p-values, will be obtained from the model fgf each visit. LSMean percent change from
baseline through Week 16 in concentration ill be presented in figure. Observed

concentration of FeNO and relative and percen e ffom baseline will be descriptively
summarised for the ITT population. /

As a part of exploratory analysis change from baseline t@ Week 24 in concentration of
FeNO will also be analysed.

FeNO results will be also reported in listing for the ITT populati

7c
4.2.6 Analysis of exploratory endpoints 0

4.2.6.1  Analysis of AO /
Change from baseline in AO parameters (R5, R20, R5-R20, AX) will be analys
MMRM (see Section 4.1.2). LSMean change from baseline and two-sided 80% C &

visit through Week 16 in AO parameters will be presented in figures.

Observed values and change from baseline through Week 16 will be descriptively summariQ
for all AO parameters by treatment groups for the ITT population. /

AO parameters will be also reported in listing for the ITT population. @
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4.2.6.2 Analysis of FEV1% reversibility and FEF25-75%

The difference in mean change from baseline in FEV; % reversibility (see Section 3.6.3)
through Week 16 will be estimated using a MMRM, similar to that described for the primary
efficacy analysis (Section 4.1.2). The change from baseline through Week 16 will be included
in the model.

y EF25-75% will also be analysed in the same way.
@ Analysis of asthma exacerbation
1

T asthma exacerbation will be analysed using a Cox proportional hazard model,
with t roup, geographic region and baseline ICS total daily dose as covariates (see
Section 4.L£6 data will also be displayed in a Kaplan-Meier plot.

Number of exace total follow-up time and annual exacerbation rate including the two-
u

sided 80% CI will¥egfSummagised by treatment group for the ITT population. Asthma
exacerbations during the 1 ention period (baseline to last dose date +28 days) will be
analysed using negative bi model (see Section 4.1.5). Rate ratio from MEDI3506 .
mg compared to placebo an DI3506 -mg compared to placebo will be displayed.

Similarly, the hospitalised asthina exmns will also be analysed.
Asthma exacerbations and hospitaliséd as exacerbations will be also reported in listing

for the ITT population.

4.2.6.4 Analysis of PGI-BR
The results of the 5-item questionnaire of the PGI-

)be descriptively summarised at
Week 16 by treatment group for the ITT population.

PGI-BR responses will be also reported in listing.

42.65  Analysis of SNOT-22 ¢

The total SNOT-22 score and the change from baseline will be descr{ ummarised by
visit andby treatment group for the ITT population.

population.

Change from baseline through Week 16 in SNOT-22 score will be analysed using M
(see Section 4.1.2). LSMean change from baseline and two-sided 80% CI through Week 160

Total SNOT-22 score as well as single questions will be also reported in list%FT

SNOT-22 score will be presented in figures.

4.2.6.6 Analysis of diary data and home spirometry @
2-weekly mean asthma symptom score, 2-weekly mean rescue medication usage, 2-weekly
mean night time awakening due to asthma, 2-weekly mean home FEV| and 2-weekly mean
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home PEF as derived in Section 3.6.2 through Week 24 and the changes from baseline
through Week 24 will be descriptively summarised using the ITT population.

Additionally, change from baseline will be analysed using MMRM (see Section 4.1.2). The
LSmean changes from baseline and two-sided 80% CI through Week 24 will be presented in
figures.

ekly means will be also reported in listing for the ITT population.

! Analysis of safety endpoints
Durat@ osure as calculated in Section 3.1.6 will be summarised by treatment groups
for the As opulation.

Number and percentage ants who received planned starting dose, who received

different starting dose from@}who had any interruption or 1, 2, 3, etc. interruption will

be summarised by treatment gretip for thegAs-treated population. Reason for interruption will
also be provided.

Interruption will be defined as any administgdtion where action taken is reported as ‘Drug

interrupted’.
A listing of the administration of investigational fggether with the duration of

exposure will be presented for all subjects belongin -treated population.

4.2.7.1 Analysis of AEs

All AE summary tables and listings will be created by treatme @ d‘ for total
MEDI3506 for the As-treated population, unless otherwise specifigd occurred during

exposed to treatment, will be listed.

An overall summary table will be produced by treatment group and for total MED
showing the number and percentage of participants with at least one AE in any of the
following categories:

4,
7S

e AEs with toxicity grade 4 or 5;
e Serious adverse events (SAEs);
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e  Deaths due to AE;

e AEs leading to discontinuation of IP;

e AEs leading to dose interruption;

e AEs leading to withdrawal from study;

@ e AESL

@otal number of AEs in the different AE categories in terms of AE counts (ie, accounting
iple occurrences of the same event in a subject) will also be presented by treatment

g Gr total MEDI3506
Numbe ntage of participants with at least one AE by SOC term will be produced by
treatment gr for total MEDI3506.

Number and perc@of participants with at least one AE by PT will be produced for AEs
with a frequency of > 5% b atment group and for total MEDI3506. Frequency will be

defined according to per n@n total MEDI3506
Number and percentage of pa @s with AE by SOC and PT will be summarised by
treatment group and for total MEDI350

Number and percentage of participants wit by PT and maximum reported toxicity grade
EDI3506 in table and AEs with

lly displayed using bar graphs. Each
intensity of each PT. Frequency will

will be summarised by treatment group andffor téta
frequency of >5% per treatment group will b
participant is represented only for the maximum
be defined according to percentage in total MEDI3

Number and percentage of participants with AEs by PT Q/est' ofito

&

Total number of AEs by SOC and PT will be summarised by treatme and for total
MEDI3506. Total number of SAEs by SOC and PT will be summariset&atment group
and for total MEDI3506.

r’s causality
assessment will be summarised by treatment group and for tota

Number and percentage of participants with AE leading to dose interruption by PT
will be summarised by treatment group and for total MEDI3506.

Number and percentage of participants with non-serious AEs and number of non-serim& C

events occurring in more than 5% of participants will be summarised by SOC and PT.

Number and percentage of participants with AE with outcome of death by SOC and PT will @
be summarised by treatment group and for total MEDI3506. Key subject information for
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participants experience AEs with outcome of death will be produced for each treatment group
using following information:

e Treatment group

e  Subject identifier
@ o Sex
a Age (years)
° nt term as reported by the investigator
[ ]
o e first IP administration to onset of AE (days) as derived in Section 3.1.6.6
o Treatg iod
e Time fr dministration to death (days) as derived in Section 3.1.6.9

e Time from fi dministration to death (days) as derived in Section 3.1.6.8

e Received treatnient fo

e Reasonable possibild used by IP

Number and percentage of part@s with SAE by SOC and PT will be summarised by

treatment group and for total MEDI35 subject information for participants experience
SAEs will be produced using followiig i ation:

e Treatment group

e Subject identifier é/ PY

e Sex /

e Age (years) O

e Event term as reported by the investigator

e PT

e Time from first [P administration to onset of AE (days) as i &ction 3.1.6.6

e Time from last I[P administration prior to AE start date, calculatei@s starting after
the discontinuation of the IP.

e Time from start of [P administration to becoming serious < /,

e Qutcome
e Action taken with IP

e Reasonable possibility AE caused by IP. 0 :

Number and percentage of participants with AE leading to discontinuation of IP by SOC an ﬁ
PT will be summarised by treatment group and for total MEDI3506. Key subject information

for participants experience AEs leading to discontinuation of IP will be produced using @
following information:
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Treatment group

Subject identifier
Sex

Age
AE as reported by the investigator

ygme from first IP administration to AE onset

e from first IP administration to discontinuation of IP

e Reaso z@ssibility AE caused by IP.

Number and perc of participants with AESIs by maximum reported toxicity grade will
be summarised by treatmeng'group and for total MEDI3506. A list of PTs for AESIs
experienced during the be produced. Number of participants with injection site
reaction (ISR) by maximum toxicity grade will be summarised by treatment group

and for total MEDI3506.
Number of subjects with COVID-I9@ESIS by maximum reported toxicity grade will

be summarised by treatment group and for t EDI3506. Similar table will be repeated for
the number of subjects with COVID-19 rel crbus AESIs.

All AEs will be listed as well as AEs among AD % Participants.

4.2.7.2 Analysis of vital signs Q
Observed values and change from baseline in vital signs be s a
group and for total MEDI3506, and visit. Key subject informatj @
sign parameters treatment-emergent changes outside predefined Cuitesta

/‘ able ).
Individual vital sign results will be listed. 0
4.2.7.3 Analysis of laboratory measurements O‘/
G

Laboratory evaluations (haematology, clinical chemistry and quantitative urina Q

parameters as per Table ) will be summarised with descriptive statistics at each vis

change from baseline summarised for each post-baseline visit by treatment group and ta
MEDI3506. Categorical haematology, clinical chemistry and urinalysis results will be

summarised in shift tables comparing maximum value during treatment with baseline value ﬁ
treatment group and for total MEDI3506. Similarly, haematology and clinical chemistry @
results will also be summarised in shift tables comparing minimum value during treatment.

rised by treatment
e produced for vital
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ALT or AST versus total bilirubin, expressed as multiples of ULN as well as liver
biochemistry test results over time — participants with elevated ALT or AST, and elevated
total bilirubin at any point during the study following the start of study medication will be
presented in figures.

@ In addition to the summaries above also the maximum on-treatment ALT and AST by

um total bilirubin for assessing Hy’s law criteria will be presented by treatment group
total MEDI3506.

A results will be listed as well as any SARS-CoV-2 test results.

4.2.7.4 sis of ECG

ECG varia 1@ be summarised with descriptive statistics at each visit and change from
baseline summari ach post-baseline visit by treatment group and for total MEDI3506.
Investigators” EC essments at baseline versus last observation on treatment will be
summarised in shift table eatment group and for total MEDI3506. Key subject

information will be pro cCG parameter values outside predefined criteria (Table ).

described in Section 3.5.4) at any obsesfa on treatment >450 ms, >480 ms, >500 ms and
QTCcF increase from baseline >30 ms; >6( >90 ms, and combination of both, will be
presented by treatment group and for total MEDI3500.

In addition, the number and pe@e 0. articipants with QTcF intervals (derived as

L 4
4.2.7.5 Analysis of echocardiogram /Qm

Observed values and change from baseline in LVEF willibe sdmmarised by visit, by treatment
group and for total MEDI3506 using descriptive summary statisti he As-treated
population.

Individual echocardiogram results and abnormalities will be listed. /&

Individual ECG results and abnormalities in 7isted.

4.2.7.6 Other safety tests
NT-proBNP results will be summarised with descriptive statistics at each vis change
from baseline summarised for each post-baseline visit for the As-treated populatio

proBNP results will be also summarised in shift tables comparing maximum value
treatment with baseline value for the As-treated population.

study, but who were tested negative at baseline visit will also be presented.

The number of subjects tested positive for SARS-CoV-2 (by PCR or serology test) at end OOﬁ

CONFIDENTIAL AND PROPRIETARY 65 of 100



Statistical Analysis Plan AstraZeneca
D9181C00001 - Final 3.0 10 Jan 2023

Finally, the number of subjects tested positive for SARS-CoV-2 (by PCR or serology test)
during the study (including both intervention and follow-up periods) who experienced or not
at least one COVID-19 related AEs/SAEs will be provided.

4.2.8 Other analysis
@ 4.2.8.1 Immunogenicity and PK
@mary of ADA responses during the study with number and percentage of participants in

tegory (defined in Section 3.4.2.2) and ADA titres over time displaying min, Q1,
and max, will be provided by treatment group. The impact of ADA on MEDI3506

PK caficen s will be assessed. Sumary of AEs by ADA status will be provided. The
relatio %ﬂ een ADA and biomarkers or efficacy might be evaluated.

MEDI3506 s Qraﬁons will be tabulated along with descriptive statistics.

Geometric mean (t6gether waffsgSD) serum MEDI3506 concentration over time will be
plotted by treatment. Indigfidual,serum MEDI3506 concentration over time plots will be
provided. Spaghetti plots o @ idual serum MEDI3506 concentrations over time by ADA
category (TE-ADA negative, positive, ADA negative) will also be generated.

All serum concentrations data will be PK population. ADA results and participants
key subject information for ADA positive pargicipants will be provided for the As-treated
population. 0

Separately from the CSR, population PK modea egoerformed and reported, and
potential correlation between PK exposure and pha Wnamic biomarker, efficacy/safety

response may be evaluated.

4.2.8.2 Analysis of blood biomarkers
Analysis of blood eosinophils 4

Blood eosinophils count will be summarised with descriptive statisti@ visit and

change from baseline summarised for each post-baseline visit for the | tion. Change
from baseline in blood eosinophils will be analysed using MMRM as descriped im) Sgétion

4.1.2 for the ITT population. Endpoints will be log transformed prior to analysi mates of
the least square mean change from baseline for each treatment, and the difference n

them, together with two-sided 80% confidence interval and one-sided p-values, wi

obtained from the model for each visit. LSMean change from baseline and two-sided 8@:

for each visit through Week 24 in blood eosinophils will be presented in figure.

Blood eosinophils count will be also summarised in shift tables comparing maximum value I
during treatment to baseline value for the ITT population.
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Other exploratory biomarkers

The following serum and plasma biomarkers will be collected and summarised:

e Total IgE, allergen-specific IgE, sST2 (serum);
e Plasma EDN;

Serum IL-5;

m IL-13;
. SLP.
Allergen-speci E status and Serum IL33:ST?2 at baseline will be used for subgroup
analysis of t endpoint (pre-BD FEV) as described in Section 4.2.4.3. The subgroup
cut-off for Seru 2 is the Serum IL33:ST2 baseline median.

All the above biomarkeﬁpt allergen specific IgE will be summarised with descriptive
statistics at each visit and ¢ @ from baseline summarised for each post-baseline visit.
Change from baseline in al g biomarkers, except allergen specific IgE and Serum

IL33:ST2 will be analysed usin€ a MM s described in Section 4.1.2. Endpoints will be
log transformed prior to analysis. LS nge from baseline and two-sided 80% CI for
each analysed visit will be presented 1n figure

4.2.8.3 Exploratory analyses O

Analysis of Objective Cough / Y
m{ to Week 16 in objective cough

Observed values, percentage and relative change fro
measurements (see Section 3.6.2) will be summarised foRITT population.

Percentage and relative changes from baseline in objective coug @ es at Week 16 will
be analysed using an analysis of covariance model as described 1118 4.1.3 (reportable
results for variables log-normally distributed). Objective cough mea; nfs will be log-
transformed prior to analysis. LSMean change from baseline to Week 1 @ with the

two-sided 80% CI, in objective cough parameters will be presented in figur

Cough VAS O
Observed values and absolute change from baseline to Week 16 in cough VAS score V&@ :

summarised by visit for ITT population.

Change from baseline to Week 16 in cough VAS score will be analysed using an ANCOVA ‘
model as described in Section 4.1.3. LSMean change from baseline to Week 16, together with
the two-sided 80% CI, in cough VAS score will be presented in figure.
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A listing including cough VAS score results will be produced for the ITT population.

5 INTERIM ANALYSIS

No formal interim analyses are planned for this study.

The primary analysis (PA) will occur once all participants have either completed the SV10

Week 16) assessments or have withdrawn from the study. The sponsor staff will be fully
@nded following the PA data lock. Investigators, participants and site staff will not be

adesgware of unblinded treatment assignments for individual participants who are in the
p period until these participants have completed the study. The final analysis will
ocC all participants have completed the follow-up period at SV12 (Week 24) or have
withdfaw the study.
6 @IGES OF ANALYSIS FROM PROTOCOL

This SAP is basey protocol D9181C00001 Amendment V4.0 dated 08 March 2022.
Any further amendifient Wudy protocol which can have an impact on the SAP will lead

to an amendment of this t. Changes of analysis from D9181C00001 Amendment
V4.0 dated 08 March 2022 @ Sted here below:

Section 3 Objectives and endpoints
e Time to first CompEx event bfise e period from baseline to Week 16 is a

secondary endpoint for this study. Hosever, in this SAP, a supplementary analysis
including events on the period fro"@t end of follow-up (Week 24) has been
added.

e An additional spirometry parameter not main study endpoints (FEF25-75%)
will be explored.

Section 8.1.8.3 Asthma Control Questionnaire-6 O

In this section is stated that “Mean scores of < 0.75 indicate we @ led asthma, scores
between 0.75 and < 1.5 indicate partly controlled asthma, and s¢ S¥%ndicate not well-
controlled asthma”. In this SAP it is specified that “Mean scores of < @icate well-

controlled asthma, scores between >0.75 and <1.5 indicate partly contr@lled asthma, and

scores >1.5 indicate not well-controlled asthma”. O/

Section 9.4.2.1 Primary Endpoint
In this section it is stated that the MMRM will include “fixed effects for baseline, &

treatment and the baseline by visit and treatment by visit interactions”. In this SAP it 1

mentioned that the MMRM will additionally include background medication, geographic Q
region and baseline ICS total daily dose as fixed effects. The same variables will be added a ﬁ
covariates to ANCOVA, logistic regression, Cox proportional hazards and negative binomial @
models.
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Appendix A CalculatiQ Q scores

Each questionnaire response ha a empirically derived 'weight'. The lowest possible weight is zero and the highest is 100.

Each component of the questionnaire ieparately in three steps:
1

The weights for all items with positive res s are summed.

2 The weights for missed items are deducted e maximum possible weight for each component. The weights for all missed
items are deducted from the maximum possib for the Total score.

3 The score is calculated by dividing the summed weig%adjusted maximum possible weight for that component and
expressing the result as a percentage:

Summed weights ffom positive items in that component

Score = 100 X . : .
Sum of weig r allitems in that component

The Total score is calculated in similar way: / ¢
Ae in the questionnaire

Summed weights from posit
Score = 100 X

Sum of weights for all items™n the ionnaire
The Symptoms component is calculated from the summed weights for the positive re ﬁuestions 1-8.
The Activity component is calculated from the summed weights for the positive responses to&ons 11 and 15.
The Impacts component is calculated from the summed weights for the positive responses to questions 9#10, 12-14 and 16-17.

The Total score is calculated by summing all positive responses in the questionnaire and expressing the @ percentage of the
total weight for the questionnaire. &
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Sum of maximuw@ weights for each component and Total (for Step 2 in calculations):

e Symptoms 662.5;
e Activity 1209.1;
e Impacts 2117.8;
e Total 3989.4.

%
S

Item weights

The wording of the item may not correspond ‘a@ith the wording in the current version of the questionnaire.

PART 1

/‘

AstraZeneca
10 Jan 2023

7S,

Response Response weight
1) Over the past 4 weeks, I have coughed:
Almost every day 80.6
Several days a week 63.2
A few days a month 29.3
Only with respiratory infections 8.1
Not at all 0.0
2) Over the past 4 weeks, I have brought up phlegm (sputum):
Almost every day 76.
Several days a week 60.0
A few days a month 34.0
Only with respiratory infections 30.2
Not at all 0.0

3) Over the past 4 weeks, I have had shortness of breath:
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Response Response weight

Almost every day 87.2
Several days a week 71.4
A few days a month 43.7
Only with respiratory infections 35.7
Not at all 0.0
4) Over the past 4 weeks, I have had wheezin

Almost every day 86.2
Several days a week 71.0
A few days a month 45.6
Only with respiratory infections 36.4
Not at all 0.0

5) How many times during the past 4 weeks have you suffered from severe

ery unpleasant respiratory attacks?

More than three 86.7
3 attacks 73.5
2 attacks 60.3
1 attack 4.2
None 0.0
6) How long did the worst respiratory attack last?

a week or more 89.
3 or more days 73.5
1 or 2 days 58.8
less than a day 41.9

7) Over the past 4 weeks, in a typical week, how many good days (with few respiratory problems) have you had?

None

933
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Response Response weight
lor2 76.6
3or4 61.5
nearly every day 15.4
every day 0.0
8) If you wheeze, is it worse when you g 1 ing?
No 0.0
Yes 62.0

PART 2 /

Response Response weight
9) How would you describe your respiratory condition?
The most important problem I have 83.2
Causes me quite a lot of problems 82.5
Causes me a few problems 34.6
Causes no problem .0
10) If you have ever held a job:
My respiratory problems made me stop working altogether
My respiratory problems interfere with my job or 77.6
made me change my job
My respiratory problems do not affect my job 0.0
Not applicable
11) These are questions about what activities usually make you feel short of breath these days.
Sitting or lying still 90.6
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Response

Response weight

13) Questions about other effects your chest trouble may have on you.

Washing or dressing youfs 82.8
Walking around the house 80.2
Walking outside on level ground 81.4
Walking up a flight of stairs 76.1
Walking up hills 75.1
Playing sports or other physical activities 72.1
12) These are more questions about your cough and sh s of breath these days.

Coughing hurts 81.1
Coughing makes me tired 79.1
I am short of breath when I talk 84.5
I am short of breath when I bend over 76.8
My coughing or breathing disturbs my sleep 87.9
I get exhausted easily 84.0

My cough or breathing is embarrassing in public 74.1
My respiratory problems are a nuisance to my family, friends or neighbours 9.1
I get afraid or panic when I cannot catch my breath 87.7
I feel that I am not in control of my respiratory problems

I do not expect my respiratory problems to get any better 82.
I have become frail or an invalid because of my respiratory problems 89.9
Exercise is not safe for me 75.7
Everything seems too much of an effort 84.5
14) These are questions about your respiratory treatment.

My treatment does not help me very much 88.2
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Response

Response weight

I get embarrassed using ation in public 53.9
I have unpleasant side effec my) medication 81.1
My treatment interferes with m 70.3

15) These are questions about how y

ies might be affected by your respiratory problems.

I take a long time to get washed or dress 74.2
I cannot take a bath or shower, or I take a lon to do it 81.0
I walk slower than other people my age, or I stop to res 71.7
Jobs such as household chores take a long time, or I have @ to rest 70.6
If I walk up one flight of stairs, I have to go slowly or stop 71.6
If I hurry or walk fast, I have to stop or slow down 72.3

gardening such as weeding, dance, bowl or play golf

My breathing makes it difficult to do things such as walk up hills, c th p stairs, light 74.5

My breathing makes it difficult to do things such as carry heavy loads, dig in the 71.4
shovel snow, jog or walk briskly (5 miles per hour), play tennis or swim L 4

My breathing makes it difficult to do things such as very heavy manual work, ride a bike 3.5
swim fast, or play competitive sports

16) We would like to know how your respiratory problems usually affect your daily life.

I cannot play sports or do other physical activities

I cannot go out for entertainment or recreation

79.8

I cannot go out of the house to do the shopping 81.0
I cannot do household chores 79.1
I cannot move far from my bed or chair 94.0

17) Now please select the response (one only) that you think best describes how your respiratory problems affect you:
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Response Response weight

It does not stop me from ything I would like to do 0.0

It stops me from doing most of the things I'genld like to do 84.2

It stops me from doing everything I would lik ‘ 96.7
The Symptoms component will tolerate a maximum @f 2 missedyitems. The Activity component will tolerate a maximum of 4 missed
a&d items. Domain score will be set to missing if there are more than

Handling of missing items

items. The Impacts component will tolerate a maximum of 6

tolerated number of items missing.

7~
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Appendix C F C
TFL number t Population
Table 14.1.1.1 | Subject disp All subjects
Table 14.1.1.2 | Subject disposition ITT population
Table 14.1.1.3 | Subject participation in subzstu ITT population
Table 14.1.2 Important protocol deviations / ITT population
Table 14.1.3 Analysis sets Q
Table 14.1.4 Subject recruitment by region and country ITT population
Table 14.1.5 Demographic characteristics R ITT population
Table 14.1.6.1 | Medical history ITT population
Table 14.1.6.2 | Prior treatments containing ICS and combination of producQ‘ra‘ nufGICS ITT population
Table 14.1.6.3 | Concomitant treatments containing ICS and combination of prod g ICS ITT population
Table 14.1.6.4 | Prior medications ITT population
Table 14.1.6.5 | Disallowed concomitant medications ITT population
Table 14.1.6.6 | Allowed concomitant medications ITT population

CONFIDENTIAL AND PROPRIETARY

79 of 100

L3
(/
®



Statistical Ar Plan AstraZeneca
D9181C000 @i.ﬂ 10 Jan 2023

Table 14.1.7.1 characteristics ITT population

Table 14.1.7.2 | D1 aseline ITT population

Table 14.1.7.3 Asthmagg ics at baseline ITT population

Number (%) o mning on treatment, discontinued treatment but still in study

Table 14.1.7.4 | and subjects withdr m the study at each scheduled visit ITT population

Table 14.1.7.5 | Substance use, categorisedf ITT population

Table 14.1.8 Summary of COVID-19 stud s ITT population

Table 14.2.1.1

ITT population
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Table 14.2.1.2 | Lung function parameters measured in clinic by visit afid ITT population
Change from baseline to Week 16 in pre-BD FEV1 (as meaSufe

Table 14.2.1.3 | comparisons, MMRM ITT population
Change from baseline through Week 16 in pre-BD FEV1 measured in t

Figure 14.2.1.1 | LSMeans (80% CI) ITT population
Change from baseline to Week 16 in pre-BD FEV1 (as measured in the clinic)tsgatna€nt

Table 14.2.1.4 | comparisons, MMRM - supportive analysis ITT population
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Q from baseline through Week 16 in pre-BD FEV1 measured in the clinic,

Figure 14.2.1.2 (80% CIJ) - supportive analysis ITT population
Change from ine to Week 16 in pre-BD FEV1 (as measured in the clinic) treatment

Table 14.2.1.5 | comparisons @roups, MMRM ITT population
Change from baSeh h Week 16 in pre-BD FEV1 measured in the clinic,

Figure 14.2.1.3 | LSMeans (80% CI) groups ITT population
Change in pre-BD FEV1 j in the clinic at Week 16, MMRM - forest plot by

Figure 14.2.1.4 | subgroups ITT population
Change from baseline to Week 16 in pre- V1 (as measured in the clinic) treatment

Table 14.2.1.6 | comparisons, MMRM - exploratory analys ITT population
Change from baseline through Week 24 in pr@ 1 (as measured in the clinic)

Table 14.2.1.7 | treatment comparisons, MMRM ITT population

4

Change from baseline through Week 24 in pre-BD FE %asured in the clinic,

Figure 14.2.1.5 | LSMeans (80% CI) O ITT population
Change from baseline through Week 16 in post-BD FEV1 (as mea the clinic)

Table 14.2.1.8 | treatment comparisons, MMRM 4 ITT population
Change from baseline through Week 16 in post-BD FEV1 measured in inic,

Figure 14.2.1.6 | LSMeans (80% CI) ITT population
Change from baseline through Week 16 in FEV19% reversibility (as measured in t

Table 14.2.1.9 | clinic) treatment comparisons, MMRM T population
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@ from baseline through Week 16 in FEV1% reversibility measured 1n the clinic,
Figure 14.2.1.7 (80% CI) ITT population
Table Change from ine through Week 16 in pre-BD FEF25-75% (as measured in the clinic)
14.2.1.10 treatment €O isons, MMRM ITT population
Table 14.2.2.1 | Home Spirome% 2-weekly means, summary statistics ITT population
Change from baseline%hroug k 24 in 2-weekly mean PEF (measured at home)
Table 14.2.2.2 | treatment comparisons, ITT population
Change from baseline through in 2-weekly mean PEF measured at home,
Figure 14.2.2.1 | LSMeans (80% CI) & ITT population
Change from baseline through Week 24 in 2-wegkly mean FEV1 (measured at home)
Table 14.2.2.3 | treatment comparisons, MMRM ITT population
Change from baseline through Week 24 in 2-wee 1 measured at home,
Figure 14.2.2.2 | LSMeans (80% CI) / ITT population
Table 14.2.3.1 [ ACQ-6 score by visit, summary statistics ¢ ITT population
Table 14.2.3.2 | Change from baseline to Week 16 in ACQ-6 score treatment comparis ITT population
Figure 14.2.3 Change from baseline through Week 16 in ACQ-6 score, LSMeans (80% CI) ITT population
Table 14.2.3.3 | Change from baseline through Week 24 in ACQ-6 score treatment comparisons, ITT population
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ion of subjects achieving a decrease in ACQ-6 score of >=0.5 from baseline to
\/

Table 14.2.3.4 ITT population
Proporti@n o ects achieving a decrease in ACQ-6 score of >=0.5 from baseline to

Table 14.2.3.5 | Week 16 tre omparisons chi-squared test ITT population

Table 14.2.3.6 | Proportion of suby yiﬂg ACQ-6 well controlled status at Week 16 ITT population
Proportion of subjects®chievi CQ-6 well controlled status at Week 16 treatment

Table 14.2.3.7 | comparisons chi-squared t ITT population

Table 14.2.4.1 | SGRQ domains and total score by visit statistics ITT population

total score treatment

Change from baseline to Week 16 in SGRQ al
Table 14.2.4.2 | comparisons, MMRM

Change from baseline through Week 16 in SGRQ do ?d total score, LSMeans
Figure 14.2.4 (80% CI) ITT population

Change from baseline through Week 24 in SGRQ domains and tota ﬁ' treatment

ITT population

Table 14.2.4.3 | comparisons, MMRM ¢ ITT population
Proportion of subjects with a decrease in SGRQ total score of >= 4 poi1 aseline

Table 14.2.4.4 |to Week 16 Q ITT population
Proportion of subjects with a decrease in SGRQ total score of >= 4 points from

Table 14.2.4.5 | to Week 16 treatment comparisons chi-squared test ITT population
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Table 14.2.6.1

Airwave oscillometry parameters by visit, summary statisti€s

Table 14.2.6.2

Change from baseline through Week 16 in airwave oscillometry
comparisons, MMRM

Figure 14.2.6

CONFIDENTIAL AND PROPRIETARY
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Table 14.2.5.1 |- Cox-1 alysis ITT population
Time to first CompEx event (days) based on the period from baseline to Week 24
Table 14.2.5.2 | - Cox-regressio ITT population
Figure 14.2.5 Time to first Asthma CompEd€vent (days), Kaplan-Meier plot ITT population
Table 14.2.5.3 | Asthma CompEx event rate tl @ eek 16, summary statistics ITT population
Table 14.2.5.4 | Asthma CompEx event rate through Week ummary statistics ITT population
Table 14.2.5.5 | Asthma CompEx event through Week 6, negatiye binomial model ITT population
Table 14.2.5.6 | Asthma CompEx event through Week 24, ne al model ITT population

ITT population
treatment
¢ ITT population
eans
ITT population




Statistical Ar Plan AstraZeneca
D9181C000 @i.ﬂ 10 Jan 2023
Table 14.2.7.1 @ a exacerbations event rate through Week 16, summary statistics ITT population
Figure 14.2.7.1 | Tin¥e tion of Asthma exacerbations ITT population
Figure 14.2.7.2 | Time to exacerbation (days), Kaplan-Meier plot ITT population
Table 14.2.7.2 | Asthma exacer cough Week 16, negative binomial model ITT population
Table 14.2.7.3 | Hospitalised asthma e¥acerbatighs through Week 16, negative binomial model ITT population
Time to first Asthma exacerb; days) based on the period from baseline to Week 16 -
Table 14.2.7.4 | Cox-regression analysis / ITT population
A
Time to first Asthma exacerbation (dayn the period from baseline to Week 24 -
Table 14.2.7.5 | Cox-regression analysis ITT population

2-weekly mean daily rescue medication usage (pu gh Week 24, summary

Table 14.2.8.1 | statistics Q ITT population
Change from baseline through Week 24 in 2-weekly mean daily res dication usage

Table 14.2.8.2 | treatment comparisons, MMRM . ITT population
Change from baseline through Week 24 in 2-weekly mean daily rescue Ze 101 usage,

Figure 14.2.8 LSMeans (80% CI) ITT population

Table 14.2.9.1 | 2-weekly mean asthma symptom score through Week 24, summary statistics ITT population
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Q from baseline through Week 24 in 2-weekly mean asthma symptom score
Table 14.2.9.2 e comparisons, MMRM ITT population
Change from ine through Week 24 in 2-weekly mean asthma symptom score,
Figure 14.2.9 LSMeans & ITT population
Table
14.2.10.1 2-weekly mean nun Q night time awakenings through Week 24, summary statistics ITT population
Table Change from baseline throg€h 24 mn 2-weekly mean number of night time
14.2.10.2 awakenings treatment compa RM ITT population
Change from baseline through Week 24 i ekly mean number of night time
Figure 14.2.10 | awakenings, LSMeans (80% CI) ITT population
Table 14.2.11 | PGI-BR responses at Week 16 O ITT population

Table

14.2.12.1 Plasma EDN by visit, summary statistics O ITT population
Table Percent and relative change from baseline through Week 24 m pl N fgeatment

14.2.12.2 comparisons, MMRM / ITT population
Figure 14.2.12 | Percent change from baseline through Week 24 in plasma EDN, LSMem@@ ITT population
Table /

14.2.13.1 Total IgE by visit, summary statistics O ITT population
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Table @ ent and relative change from baseline through Week 24 n total IgE treatment
142.13.2 co 15ons, MMRM ITT population
Percent m baseline through Week 24 in total IgE, LSMeans (80% CI) (ITT
Figure 14.2.13 | population ITT population
Table §
14.2.14.1 sST2 by visit, s atistics ITT population
Table Percent and relative chang seline to Week 16 in sST2 treatment comparisons,
14.2.14.2 ANCOVA ITT population
Table
14.2.15.1 Concentration of FeNO by visit, summary stafisti ITT population
A
Table Percent and relative change from baseline to Weefk{16 if ncgntration of FeNO treatment
14.2.15.2 comparisons, MMRM ITT population
Percent change from baseline through Week 16 in concentrafign of FelNO, LSMeans
Figure 14.2.15 | (80% CI) ITT population
4
Table Percent and relative change from baseline through Week 24 in conc
142,153 treatment comparisons, MMRM ITT population
Table
14.2.16.1 SNOT-22 score by visit, summary statistics population
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Table from baseline through Week 16 in SNOT-22 score treatment comparisons,
14.2.16.2 ITT population
Figure 14.2.16 | Change from ine through Week 16 in SNOT-22 score, LSMeans (80% CI) ITT population

Table

Exploratory cough sub-study

14.2.17.1 Objective cough meastir gffitme, summary statistics population
Table Percent and relative change fi seline to Week 16 in objective cough measures Exploratory cough sub-study
142.17.2 treatment comparisons, ANCOV population
Table Exploratory cough sub-study
14.2.18.1 Cough VAS by visit, summary statistics population
Table Exploratory cough sub-study
14.2.18.2 Change from baseline to Week 16 in cough VAS population

Table

14.2.19.1 Summary of serum concentration (ug/L) of MEDI3506 by trea ¢ PK population

Table Summary of serum concentrations (ug/L) of MEDI3506 over time by 1- Antibody

14.2.19.2 category PK population
Figure Geometric mean (gSD) serum concentrations (ug/L) of MEDI3506 versus ting/

14.2.19.1 treatment (Linear scale) O PK population
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Figure @ual serum concentrations (ug/L) of MEDI3506 versus time by treatment (Linear
14.2.19.2 S PK population
Figure oncentrations (ug/L) time profile of MEDI3506 by Anti-Drug
14.2.19.3 Antibody ca spaghetti plot PK population

Table

Table
14.2.21.1

Serum IL-5 by visit, summary statistics

14.2.20.1 Summary of Anti-Drug iesponses during the study As-treated population

Table

14.2.20.2 Anti-Drug Antibody results and titre su timepoint As-treated population

Table Pre-BD FEV1 (as measured in the clinic) at Wegk 16 by Anti-Drug Antibody category,

14.2.20.3 summary statistics As-treated population

Table Pre-BD FEV1 (as measured in the clinic) at Wee AfitizDrug Antibody category,

14.2.20.4 summary statistics / As-treated population

Table Adverse events during the treatment and follow-up periods y category by Anti-Drug

14.2.20.5 Antibody category As-treated population
4

Table Number of subjects with adverse events by system organ class and 1 erm by

14.2.20.6 Anti-Drug Antibody category As-treated population
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Table @ ent and relative change from baseline through Week 16 in serum IL-5 treatment
14.2.21.2 O isons, MMRM ITT population
Figure
14.2.21.1 Percent cha @baseline through Week 16 in serum IL-5, LSMeans (80% CI) ITT population
Table
14.2.22.1 Serum IL13 by visi ary statistics ITT population
Table Percent and relative changgffr seline through Week 16 in serum IL13 treatment
14.2.22.2 comparisons, MMRM > ITT population
Figure
14.2.22.1 Percent change from baseline through Wee serum IL13, LSMeans (80% CI) ITT population
Table O
14.2.23.1 Serum IL33:ST2 by visit, summary statistics ITT population
4
Table Change from baseline through Week 16 in pre-BD FE fneasured in
14.2.23.2 clinic) treatment comparisons by 1L33:ST2 subgroups, ITT population
Figure Change from baseline through Week 16 in pre-BD FEV1 measure linic,
14.2.23.1 LSMeans (80% CI) by IL33:ST2 subgroups 4 ITT population
Table
14.2.24.1 Serum TSLP by visit, summary statistics ITT population
Table Percent and relative change from baseline through Week 16 in serum TSLP treat
14.2.24.2 comparisons, MMRM T population
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Figure
142241 ‘ ange from baseline through Week 16 in serum TSLP, LSMeans (80% CI) ITT population

Table 14.3.1.1 | Duration of exposu As-treated population

Table 14.3.1.2 | Treatment doses received f ptions As-treated population

Table 14.3.2.1 | Number of subjects with adverse events 4 tegory As-treated population

Table 14.3.2.2 | Adverse events in any category - event count As-treated population

Table 14.3.2.3 | term

Number of subjects with adverse events, most com ency of > 5%), by preferred
® .
As-treated population

Table 14.3.2.4 | Number of subjects with adverse events by system organ class afid preferred term As-treated population

Number of subjects with adverse events by preferred term and maa

Table 14.3.2.5 | grade As-treated population

As-treated population

Adverse events, with a frequency of > 5% by preferred term and maxim d
Figure 14.3.2 toxicity grade

Number of subjects with adverse events, by preferred term and relationship as assé
Table 14.3.2.6 | investigator

-treated population
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Table 14.3.2.7

@ of adverse events, by system organ class and preferred term
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As-treated population

Table 14.3.2.8

class an d term

N @)jects with adverse events, leading to dose interruption, by system organ
prefes

FDAAAI

Table 14.3.3.1

As-treated population

Non-serious 4

Number of subjects with a
preferred term

Adverse events with outcome of @ k

@ents with outcome of death by system organ class and

wgelevents occurring in greater than 5% of subjects

As-treated population

As-treated population

Table 14.3.3.2

Table 14.3.4.1

Number of subjects with serious adverse eve

Table 14.3.4.2

Number of serious adverse events, by system organ

ject information

em organ class and preferred term

As-treated population

As-treated population

Table 14.3.4.3

Table 14.3.5.1

Serious adverse events - key subject information

Number of subjects with adverse events leading to discontinuation of 1
product, by system organ class and preferred term

As-treated population

@ional

As-treated population

As-treated population

Table 14.3.5.2

Adverse events leading to discontinuation of investigational product - key sub

information
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Table 14.3.6.1

N ﬁ] ects with adverse events of special interest, by maximum reported toxicity
grade

Table 14.3.6.2

AstraZeneca
10 Jan 2023

As-treated population

Adverse eve cial interest - list of preferred terms

Table 14.3.6.3

As-treated population

Number of subj ects@jecﬁon site reaction, by maximum reported toxicity grade

As-treated population

Table 14.3.6.4

Number of subjects with CQV D

e

9 related adverse events of special interest, by
maximum reported toxicity g

As-treated population

Table 14.3.6.5

Number of subjects with CoOvIDA9 re%us adverse events of special interest, by

maximum reported toxicity grade

As-treated population
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Table .

143.7.1.1 Haematology parameters over time / As-treated population
Table

143.7.1.2 Haematology parameters, baseline to maximum value during trea As-treated population
Table /

143.7.1.3 Haematology parameters, baseline to minimum value during treatment As-treated population
Table

143.7.2.1 Clinical chemistry parameters over time As-treated population
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Table Q
14.3.7.2.2 i emistry parameters, baseline to maximum value during treatment As-treated population
Table
14.3.7.2.3 Clinical che tgrameters, baseline to minimum value during treatment As-treated population
Table
14.3.7.2.4 Subjects with poten 's Law - individual subject data As-treated population
Figure /
14.3.7.2.1 ALT versus total bilirubin, edﬂs multiples of ULN As-treated population
Figure
14.3.7.2.2 AST versus total bilirubin, expressed s of ULN As-treated population
Table Maximum on-treatment ALT and AST by m@ | bilirubin for assessing Hy's
14.3.7.2.5 Law criteria As-treated population
4

Liver biochemistry test results over time - subjects wit, lfted ALT or AST, and
Figure elevated total bilirubin, at any point during the study fol g the start of study
14.3.7.2.3 medication As-treated population
Table .
14.3.7.3.1 Urinalysis parameters over time / As-treated population
Table @
14.3.7.3.2 Urinalysis parameters, baseline to maximum value during treatment / As-treated population
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Table
143733

I si§ parameters, baseline versus maximum observation on treatment, shift table
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10 Jan 2023

As-treated population

As-treated population

Table

14.3.8.1.1 Vital signs variables oVer tim
Table Vital signs, treatment-emerg
1438.1.2 information

ies outside predefined criteria - key subject

As-treated population

Table 14.3.8.3

Left ventricular ejection fraction (%), over time
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Table

14.3.8.2.1 ECG variables, over time As-treated population
Table /

143.8.2.2 ECG, baseline versus last observation on treatment O As-treated population
Table

143823 ECG values outside predefined criteria - key subject information ¢ As-treated population
Table

14.3.8.2.4 QTcF intervals, at any observation on treatment As-treated population
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&BNP data over time
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As-treated population

Table 14.3.8.5

aseline to maximum value during treatment

As-treated population

ects tested positive for SARS-CoV-2 (by PCR or serology test) at end of
negative at baseline visit

14.3.8.6.2

Table

Table Number
14.3.8.6.1 study who
Table

As-treated population

Summary of Treatme;-emer
Blood eosinophils summary statistics A

dverse Events of Special Interest by COVID-19 result

As-treated population

Appendix

16.1.6 Subjects receiving the various batches of investigational products
Appendix

16.1.7 Randomisation scheme and codes
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143.8.7.1 ITT population
Table Percent and relative change from baseline thrgtigh Week 24 in blood eosinophils

14.3.8.7.2 treatment comparisons, MMRM ITT population
Figure 14.3.8.7 | Percent change from baseline through Week 24 in bloo fophils, LSMeans (80% CI) | ITT population
Table ( .

14.3.8.7.3 Blood eosimophils, baseline to maximum value during treatment ITT population

ITT population

randomised subjects
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Appendix
16.2.1.1 Discont@ ects ITT population
Appendix
16.2.1.2 Subjects complety y ITT population
Appendix
16.2.1.3 Subjects affected by the C ITT population
Appendix
16.2.2.1 Subjects with important protocol deviatio ITT population
Appendix Subjects with reported issues in the Clinical Triab Management System due to COVID-19
16.2.2.2 pandemic ITT population
Appendix ¢
16.2.3 Subjects excluded from any analysis set /
Appendix O
16.2.4.1 Demographic and baseline characteristics ITT population
*
Appendix
16.2.4.2 Asthma characteristics at baseline 0 ITT population
Appendix
16.2.43 Prior and concomitant medications ITT population
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Appendix d concomitant treatments containing ICS and combination of products containing
16.2.4.4 I ITT population
Appendix
16.2.5 Administra @/estigational product As-treated population
Appendix
16.2.6.1 Individual efficacy se data ITT population
Appendix /
16.2.6.2.1 Clinic spirometry O e ITT population
Appendix
16.2.6.2.2 Home spirometry 2-weekly means ITT population
Appendix O
16.2.6.2.3 ACQ-6 questions and score ITT population
4
Appendix /
16.2.6.2.4 SGRQ questions, domains and total score O ITT population
Appendix
16.2.6.2.5 Compex events ITT population
Appendix
16.2.6.2.6 FeNO results ITT population
Appendix
16.2.6.2.7 Airway oscillometry parameters T population
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Appendix
16.2.6.2.8 sponses ITT population
Appendix
16.2.6.2.9 SNOT-22'q &md score ITT population
Appendix
16.2.6.2.10 Diary data, 2-weekl ns ITT population
Appendix / Exploratory cough sub-study
16.2.6.3 Objective cough measures Oﬁ population
Appendix
16.2.6.4 Drug concentration data PK population
Appendix O
16.2.6.5 Anti-Drug Antibody results As-treated population
4
Appendix c/
16.2.6.6 Listing of ADA positive subjects, key subject informati O As-treated population
Appendix
16.2.7.1 Adverse events 4 As-treated population
Appendix
16.2.7.2 Listing of adverse events among Anti-Drug Antibody positive subjects As-treated population
Appendix Adverse events for enrolled but not randomised subjects and for subjects who we
16.2.7.3 exposed to treatment 11 subjects
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Appendix Q
16.2.8.1 Indavi laboratory measurement As-treated population

Appendix

16.2.8.2 Other labora®ty variables As-treated population
Appendix
16.2.9 Individual vital sig As-treated population

Appendix / O

16.2.10.1 Electrocardiogram data e As-treated population

Appendix

16.2.10.2 Abnormalities in electrocardiogram As-treated population

Appendix O

16.2.10.3 Echocardiography data As-treated population
4

Appendix /

16.2.10.4 Abnormalities in echocardiography O As-treated population
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