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1. INTRODUCTION

The following statistical analysis plan (SAP) provides the framework for the
summarization of the pharmacokinetic (PK) and safety data from VR647/1/002. This
SAP should be read in conjunction with the study protocol (29 September 2017, v1.0)
and case report form (CRF) (04 May 2018). The analysis plan may change due to
unforeseen circumstances. Any changes made after the locking of the database will be
documented in the clinical study report (CSR). Please note that the header for this
page will be the one used for the main body of the CSR.

Any additional exploratory analyses not addressed within this SAP and/or driven by
the data, or requested by Vectura Limited (“Vectura”), will be considered out of
scope.

2. OBJECTIVES AND ENDPOINTS

2.1

2.2

23

Primary Objectives

To characterize the pharmacokinetic (PK) profile of budesonide nebulizer suspension
following administration of single oral inhalations of 5, 10 and 20 breaths of VR647
Inhalation Suspension delivered by the VR647 Inhalation System fitted with a
mouthpiece and 1 mg/2 mL Pulmicort Respules delivered by the conventional jet
nebulizer.

Secondary Objectives

e To evaluate parent(s’)/legal guardian(s’) satisfaction with the use of the
conventional jet nebulizer and/or the VR647 Inhalation System fitted with a
mouthpiece.

¢ To evaluate the safety and tolerability of single doses of VR647 Inhalation
Suspension delivered by the VR647 Inhalation System fitted with a mouthpiece in
subjects with wheezing, reactive airway disease or mild asthma.

Endpoints

Primary Endpoints (Pharmacokinetics):

The following PK parameters for plasma budesonide for VR647 Inhalation
Suspension and Pulmicort Respules will be computed, as appropriate, and their
descriptive statistics will be presented AUC s, AUC;us, Ciraxs tmaxs tlast, and to,.
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Secondary Endpoints (Efficacy and Safety):

Efficacy:

e Opverall duration of treatment

e Summary of inhalation checklist

e Mean modified patient satisfaction and preference questionnaire (PASAPQ) total
score.

e Mean modified PASAPQ satisfaction score.

e Mean modified PASAPQ score indicating willingness to continue with the device.

Safety:

e Changes in vital signs.

Changes in physical examination.

Adverse events (AEs) and serious adverse events (SAEs).

Adverse device effects (ADEs) and serious adverse device effects (SADEs).
Use of concomitant medications.

3. STUDY DESIGN

This is an open-label, randomized, balanced, incomplete block design trial to
characterize the PK of single doses of VR647 Inhalation Suspension delivered by the
VR647 Inhalation System fitted with a mouthpiece and single doses of budesonide
delivered by a conventional jet nebulizer in pediatric subjects aged 4 to 8 years with
wheezing, reactive airway disease or mild asthma.

There will be a screening period of up to 30 days to confirm eligibility. Subjects who
fulfill the enrollment criteria will be randomized to one of 12 treatment sequences
(AB), (AC), (AD), (BA), (BC), (BD), (CA), (CB), (CD), (DA), (DB) or (DC),
corresponding to the following treatment regimens:

Treatment Treatment description
regimen

A 5 breaths of VR647 Inhalation Suspension via VR647 Inhalation
System

B 10 breaths of VR647 Inhalation Suspension via VR647 Inhalation
System

C 20 breaths of VR647 Inhalation Suspension via VR647 Inhalation
System

D 1 mg/2 mL Pulmicort Respules via conventional jet nebulizer
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Randomization of approximately 12 subjects to the trial is considered achievable. The
trial aims to randomize one third of subjects < 7 years.

The Treatment Period will comprise two dosing visits, with a washout period of 4 to
10 days between each dose. The PK of budesonide will be assessed at each dosing
visit, with blood samples collected at the following time points: pre-dose, and at 20
minutes, 40 minutes, 1.5, 3, 4, 6 and 8 hours after the start of nebulization.

To aid with travel logistics due to early morning procedures on the day of dosing,
sites may provide subjects and their parent(s)/legal guardian(s) the option of an
overnight stay the day before dosing, until completion of procedures 8 hours after
start of nebulization. Subjects will return to the clinic approximately 7 days after their
last dose (second nebulization) for a follow-up assessment, which may instead be
conducted by telephone interview with the parent(s)/legal guardian(s).

On each dosing day, the site staff will record on the inhalation checklist the overall
quality of the inhalation maneuvers. Parent(s’)/legal guardian(s’) satisfaction with the
use of the conventional jet nebulizer and/or the VR647 Inhalation System and
willingness to continue with the device(s) will be assessed by the modified Patient
Satisfaction and Preference Questionnaire (PASAPQ).

Safety and tolerability will be assessed by measurement/recording of vital signs,
physical examinations, adverse events (AEs), adverse device effects (ADEs), and
concomitant medications.

4. ANALYSIS POPULATIONS
4.1 Analysis Populations

Analysis Sets

e Safety Set: The Safety Set will be based on all randomized subjects (as treated) who
receive at least one dose of trial medication. Subjects with documented failure to take
at least one dose of trial medication after randomization will be excluded from the
Safety Set.

e PK Analysis Set: The PK set will be consisting of all subjects who received at least
one dose of study medication and are without any major protocol deviation. All
subjects who comply sufficiently with the protocol and display an evaluable PK
profile (e.g., exposure to treatment, availability of measurements and absence of
major protocol violations) will be included in the PK analysis.
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4.2

5.

Preliminary Data and Interim Analysis

No interim analysis is planned for this study.

TREATMENT DESCRIPTIONS

The Investigational Medicinal Product is VR647 Inhalation Suspension (budesonide)

1 mg/2 mL, which is delivered by the VR647 Inhalation System. The VR647 Inhalation
System comprises the VR647 Inhalation System 1 control unit that has an inspiration
flow rate of 6 L/min, a nebulizer handset, a mouthpiece and a VR647 Smart Card
designed specifically for this trial.

The VR647 Inhalation System is breath-actuated after a negative pressure is created at
the mouthpiece on inhalation. Nebulization will continue until the target inhalation
volume (i.e. the target number of breaths) is reached.

The dose of VR647 Inhalation Suspension administered to the subject will be controlled
by individual study-specific VR647 Smart Cards configured to deliver 5, 10 or 20 breaths
of VR647 Inhalation Suspension according to the following settings:

No. of breaths Inspiration time (sec) | Predicted delivered dose (ug)”
5 4.0 16.2
10 4.0 29.4
20 4.0 53.6

? The predicted delivered dose represents the delivered (ex-mouthpiece) dose calculated according to the
International Commission on Radiological Protection deposition model for orally inhaled particles.1 The specific
model used for the deposition calculation was published by Kobrich et al 1994. The actual delivered dose
(assessed in vitro) will be included in the clinical study report.

The Commercial Pulmicort Respules (budesonide inhalation suspension) 1 mg/2 mL will
be delivered by the conventional jet nebulizer (PARI Vios Aerosol Delivery System) and
administered until 1 minute after the nebulizer starts to sputter.

In the PK and safety tables, figures, and listings (TFLs), treatments will be referred to as:

Treatment A: 5 breaths of VR647 Inhalation Suspension via VR647 Inhalation
System

Treatment B: 10 breaths of VR647 Inhalation Suspension via VR647 Inhalation
System

Treatment C: 20 breaths of VR647 Inhalation Suspension via VR647 Inhalation
System

Treatment D: 1 mg/2 mL Pulmicort Respules via conventional jet nebulizer

The treatments will be referred in the main text of the CSR as “VR647 5 breaths”,
“VR647 10 breaths”, “VR647 20 breaths”, and “1.0 mg/2 mL Pulmicort Respules”.
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The active ingredient will be referred to in the CSR as “budesonide”.

6. PHARMACOKINETIC ANALYSIS

6.1 Measurements and Collection Schedule

Blood samples for the analysis of plasma budesonide levels will be collected at both
dosing visits at pre-dose (Hour 0) and at 20, 40 minutes, 1.5, 3, 4, 6, and 8 hours after
the start of nebulization.

Blood samples collected outside of the windows presented in Table 6:1 are to be
considered a time deviation. Data from these samples will be included in the
calculation of the PK parameters and the individual concentration-time plots (based
on actual sample times), as well as in the mean concentration-time plots (based on
nominal sample times); however, if there are any significant deviations, additional
concentration-time plots of the mean data may be provided.

Table 6:1. Blood Sampling Deviation Windows

Scheduled Blood Sampling Time Deviation Window
> ( hour to < 4.0 hours + 5 minutes
> 4.0 hours to < 8 hours + 10 minutes

6.2 Bioanalytical Methods

Plasma concentrations of budesonide will be determined using validated bioanalytical
methods at York Bioanalytical Solutions Limited (UK).

6.3 Investigational Product and PK Analyte Information
6.3.1 Budesonide

Budesonide is known chemically as (C-22RS)-16a,17-[(1RS)-butylidenebis(oxy)]-
11B,21-dihydroxypregna-1,4-diene-3,20-dione with a molecular weight of 430.5
g/mol and a molecular formula of C,sH3,04. Budesonide is a 1:1 mixture of two
epimers (22R and 22S). The two forms do not interconvert. Structure of budesonide is
in the following figure:

- GHGH.GH,

O C’CHZCHZCHs

___0/" g H
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6.4 Pharmacokinetic Concentrations
Plasma concentrations of budesonide as determined at the collection times and as per
the bioanalytical method described in Section 6.1 and Section 6.2, respectively, will
be used for the calculation of the plasma budesonide PK parameters.

6.5  Noncompartmental Pharmacokinetic Analysis and Parameter Calculation

6.5.1 Plasma Pharmacokinetic Parameters

The appropriate noncompartmental PK parameters will be calculated from the plasma
budesonide concentration-time data using Phoenix® WinNonlin® Version 6.3 or
higher. Actual sample times will be used in the calculations. All PK parameters
included in the protocol are listed in Table 6:2 below, and are defined as appropriate
for study design.

Table 6:2 Noncompartmental Pharmacokinetic Parameters to be Calculated

Label to

Parameter

be Used

Definition

Method of Determination

AUClast

AUClast

The area under the plasma
concentration-time curve
from time 0 to time t, where
t is the time of the last
measurable concentration

(Clast) .

Calculated using linear-log
Trapezoidal method

Achinf

AUCinf

The area under the plasma
concentration-time curve
from time 0 extrapolated to
infinity. AUC;,;is calculated
as the sum of AUC,, plus
the ratio of the last
measurable plasma
concentration (Cj,g) to the
elimination rate constant
(Az).

AUC;,s = AUC 5t + (Cros/A2)

AUC%extrap

AUC Yextrap

Percent of AUC,,¢
extrapolated

AUC%extrap =
(1 - AUC/ AUC;0)*100

C max

Cmax

Maximum observed
concentration

Taken directly from
bioanalytical data

tI'l'lﬁ.X

tmax

Time to reach C,,. If the
maximum value occurs at
more than one time point,
tmax 1S defined as the first

time point with this value

Taken directly from
bioanalytical data

Version 1.0, 07 May 2018
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Label to
Parameter | be Used Definition Method of Determination
tlast tlast Time of the last measurable | Taken directly from
concentration (Cg) bioanalytical data
Az Az Apparent first-order terminal | Calculated from a semi-log
elimination rate constant plot of the plasma

concentration versus time
curve. The parameter will be
calculated by linear
least-squares regression
analysis using the maximum
number of points in the
terminal log-linear phase
(e.g., three or more non-zero
plasma concentrations)

ty, ty, Apparent first-order terminal | Calculated as In(2)/ Az
elimination half-life

Additional PK parameters may be computed if deemed appropriate.

Subjects for whom there are insufficient data to calculate the PK parameters will be
included in the concentration tables only and excluded from the summary statistics
and statistical analysis.

For the calculation of the PK parameters and summary statistics, plasma
concentrations below the limit of quantitation (BLQ) will be treated as follows:

e BLQ concentrations prior to the first quantifiable concentration will be
imputed with a value of zero.

e Ifa BLQ value falls between two quantifiable concentrations the value will be
set equal to the lower limit of quantitation (LLOQ), unless it’s exclusion can
be justified (e.g. implausibility given the profile observed and known PK
properties).

e Terminal BLQ values will be disregarded in the calculation of the PK
parameters and summary statistics.

For the individual and mean figures, plasma concentrations BLQ will be treated as
follows:

e For linear concentration scale plots of individual concentration-time data BLQ
will be set to 0. For logarithmic concentration scale plots BLQ values will be
set equal to the LLOQ.

The Az will be determined using In-linear regressions composed of at least 3 data
points. The Az will not be assigned if 1) the terminal elimination phase is not
apparent, 2) if tyay is one of the 3 last data points, 3) if the R? value is less than 0.8. In
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6.6

cases where the Az interval is not assigned, the values of AUCj,t, AUCoexirap, and ty,
are considered not calculable and will not be reported. AUC;,¢ will be reported only if
R?is > 0.80 and AUCexirap 1 not greater than 20% of AUC;,r. Wherever the resulting
ty, 1s more than half as long as the actual sampling interval, the Az values and
associated parameters (AUCinr, AUCoexirap, and t,,) may not be presented as judged
appropriate and in accordance with Celerion SOPs.

Data Summarization and Presentation

All budesonide PK concentrations and PK parameters descriptive statistics will be
generated using SAS Version 9.3 or higher.

Plasma Budesonide Concentrations

Plasma budesonide concentrations will be presented with the same number of
decimals/significant figures as provided by the analytical laboratory. They will be
listed by nominal sample time for each subject, tabulated by treatment, and
summarized using descriptive statistics, including sample size (n), arithmetic mean
(Mean), standard deviation (SD), coefficient of variation (CV%), standard error of the
mean (SEM), Minimum, Maximum, and Median. Concentrations from excluded
subjects will be included in the plasma concentration tables, but will be excluded
from the summary statistics and noted as such in the tables. All BLQ values will be
presented as “BLQ” in the plasma concentration table listings and footnoted
accordingly.

Mean and individual budesonide plasma concentration versus time profiles will be
presented on linear and semi-log scales. Linear mean plots will be presented with and
without SD.

Plasma Budesonide Pharmacokinetic Parameters

Plasma budesonide PK parameters listed in Table 6:2 will be listed by subject,
tabulated by treatment, and summarized using descriptive statistics (n, Mean, SD,
CV%, SEM, Minimum, Maximum, and Median). In addition, geometric mean (Geom
Mean) and geometric CV% (Geom CV%) will be calculated for the AUC and C,p,x.
PK parameter values for excluded subjects will be included in the PK parameter
tables, but will be excluded from the summary and inferential statistics and noted as
such in the tables. Individual PK parameter values will be presented with 3 significant
digits.

Descriptive statistics will be presented as follows:

e n:no decimal

¢ Minimum, Maximum: same precision as in individual values

e Mean, Geom Mean, Median: one more significant figure than the individual
values

e SD, SEM: one more significant figure than arithmetic mean
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6.7

6.7.1

e Geom CV% and CV%: one decimal

Additional analyses may be performed as deemed necessary upon review of the data
and requested by the Sponsor.

Statistical Analysis of PK Parameters
Dose Proportionality Analysis of Pharmacokinetic Parameters

Dose proportionality will be evaluated for VR647 AUC .5, AUCiys, and Ciax
following administration of single oral inhalations of 5, 10 and 20 breaths of VR647
Inhalation Suspension using the power model. Dose proportionality will be assessed
based on the number of inhalations and the predicted delivered dose. Due to the
complex nature of the association between the systemic exposure and the dose, the
assessment of the dose proportionality will not be based solely on a strict statistical
rule given the small sample size for each dose level. Rather, several considerations
will be taken into account for assessing dose proportionality such as: results derived
from the power model statistical analysis (e.g., the slope estimate and width of the
95% CIs) and qualitative assessment specific to the PK of each drug and clinical
relevance will be also taken into account.

Power Model: To evaluate dose proportionality, a regression approach will be used.
A statistical linear relationship between the In-transformed PK parameters AUC g,
AUC;yg, and Cpyx and the In-transformed dose will be fitted by using a regression
model with In-transformed dose as a covariate.

Ln(Y)=Bo+ P Ln Dose + € (1)

where Y represents the PK parameter AUC 5, AUCjpg, and Cpax.

This approach is usually referred to as a power model because after exponentiation:
Y=a (Dose)ﬁ

where a only depends on 3y and error.

Dose proportionality requires that § = 1 for dose-dependent parameters.

As a first step, the statistical linear relationship between the In-transformed PK
parameters AUC),5, AUCiys, and Cpax and In-transformed dose will be verified by
including the quadratic effect (In Dose)® in model (1). A 5% level of significance will
be used to test the quadratic effect. The statistical linear relationship will be
concluded if the quadratic effect is not statistically significant. If the statistical linear
relationship is established in step 1, a second step will be performed. As a second
step, model (1) will be used to calculate the 95% CIs for the slope of the
In-transformed PK parameters AUC 5, AUCjpf, and Cipyx.
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6.7.2

Dose proportionality will be established if a statistical linear relationship is
demonstrated and if the 95% ClIs around the slope estimate parameters include the
value of 1 for dose-dependent parameters (AUC a5, AUCins, and Cipax).

The above statistical analyses will be done using SAS® Proc Mixed. The following
SAS" code will be used:

Proc Mixed;
Model <In_ Pk Param> = In_dose;
Estimate In_dose/cl alpha=0.05;
Run;

Programmer Note: For the purpose of the analysis, dose will be represented by 1)
the preset number of breaths and 2) the predicted delivered dose. The model <LN
PK PARAM> = LDOSE LDOSE?2 /HTYPE=1 will first be used to test if the quadratic
effect is significant where LDOSE = Ln (Dose) and LDOSE2 = [LDOSE] .

The relationship between In-transformed PK parameter values versus In-transformed
dose will also be displayed graphically.

Analysis of variance

Analyses of variance (ANOVA) will be performed on the natural log (In)-transformed
PK parameters AUC),s;, AUCjys, and Cyax using PROC MIXED of SAS® (Version 9.3
or higher). The ANOVA model will include sequence, treatment, and period as fixed
effects, and subject nested within sequence as a random effect. Sequence will be
tested using subject nested within sequence as the error term at a 10% level of
significance. Each ANOVA will include calculation of least-squares means (LSMs),
differences between treatment LSMs, the standard error (SE) associated with this
difference.

The above statistical analyses will be done using the following SAS® code:

Proc Mixed data=<data>;

Class sequence period treatment subject;

Model <In_PK parm>= sequence period treatment /ddfm=KR;
Random subject(sequence);

Estimate “Test A vs. Reference D” treatment 1 0 0 -1 /cl alpha=0.10 e;
Estimate “Test B vs. Reference D” treatment 0 1 0 -1 /cl alpha=0.10 e;
Estimate “Test C vs. Reference D” treatment 0 0 1 -1 /cl alpha=0.10 e;
Lsmeans treatment/cl;

Run;

Programmer Note: Sequence will not be included in the model if there is only one
subject assigned to each sequence. In this case, the following SAS code will be used.:
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Proc Mixed data=<data>,

Class period treatment subject;

Model <In_PK parm>= period treatment /ddfm=KR;

Random subject;

Estimate “Test A vs. Reference D" treatment 1 0 0 -1 /cl alpha=0.10 e;
Estimate “Test B vs. Reference D treatment 0 1 0 -1 /cl alpha=0.10 e,
Estimate “Test C vs. Reference D" treatment 0 0 1 -1 /cl alpha=0.10 e;
Lsmeans treatment/cl;

Run;

6.7.3 Ratios of LSMs

Ratios of LSMs will be calculated using the exponentiation of the difference between
treatment LSMs from the analyses on the In-transformed AUC 5, AUCjy, and Ciyax.
These ratios will be expressed as a percentage relative to 1.0 mg/2 mL Pulmicort
Respules.

The comparisons of interest are as follows:

e Treatments A, B, C versus Treatment D

7. EFFICACY ANALYSIS
7.1 Inhalation Checklist

On each dosing day, the site staff will record on the inhalation checklist the overall
quality of the inhalation maneuvers.

Data from the inhalation checklist will include, but is not restricted to information
regarding the following items:

Did the subject inhale all the preset number of breaths / Did the subject
complete nebulization for a duration of up to one minute?

- Number of Completed Breaths / Proportion of completed intended
treatment time

- During each inhalation, did the subject inhale the whole time the
compressor was operating?

- Quality of inhalation maneuvers (i.e., good seal between mouthpiece and
mouth, proper start of nebulizer, comfortable inhalation).

- Effective use of inhalation system after training
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7.2

7.3

The inhalation checklist data will be summarized on the Safety Set by treatment and
overall. Frequency counts and percentages (i.e., of subjects included dosed by
treatment) will be provided for categorical responses (i.e. Yes/No) and descriptive
statistics (n, arithmetic mean, SD, minimum, median, and maximum) for continuous
responses (i.e., number of breaths completed).

Duration of Treatment

The duration of inhalation will be summarized by treatment and overall using
descriptive statistics (number of observations (n), arithmetic mean, standard deviation
(SD), minimum, median, and maximum) for subjects included in the Safety Set.
Duration of inhalation will be defined as the difference between the end and start time
of inhalation and expressed in minutes. Duration will be presented in the listings with
2 decimal places in order to account for the seconds.

Modified Patient Satisfaction and Preference Questionnaire (mPASAPQ)

After each dosing, parent(s)/legal guardians will complete a modified Patient
Satisfaction and Preference Questionnaire. The modified PASAPQ is based on the
original 15-item validated version of the PASAPQ and has been adapted to assess
nebulizer use (and for this trial excludes assessment of set-up and handling, as this is
performed by trial staff). The answers are measured using a 7-point scale for
questions 1 to 9 (1 means very dissatisfied and 7 means very satisfied) and a 100-
point scale for Question 10. The first 8 questions generate the Total Score domain.
Question 9 asks for the overall satisfaction with the device(s) used in the trial and
Question 10 asks for willingness to continue with the device(s) used in the trial.
Data from this questionnaire will be listed by subject and summarized by treatment.
The results from questions 1 through 8 will be added for each subject to generate the
Total Score (n = Q1+Q2+Q3+Q4+Q5+Q6+Q7+Q8) and expressed as percentage of
maximum total score (i.e., (n/56)*100). The satisfaction and willingness scores will
be defined as the results of Questions 9 and 10, respectively. Descriptive statistics
will be provided for the total score, satisfaction score, willingness score, and the
remaining individual questions by treatment for subjects included in the safety set.

SAFETY

All clinical safety data recorded in the case report form (CRF) data will be listed by
subject and chronologically by visit. This will include rechecks, unscheduled
assessments, and early termination.

Applicable continuous variables will be summarized using n, arithmetic mean, SD,
minimum, median, and maximum. Frequency counts will be reported for categorical
data when appropriate.

The level of precision will be presented as follows: minimum/maximum in the same
precision as in the database, mean/median in one more precision level than
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8.1

8.2

8.3

8.4

minimum/maximum, SD in one more precision level than mean/median, and n will be
presented as an integer.

Where individual data points are missing because of dropouts or other reasons, the
data will be summarized based on reduced denominators.

Subject Discontinuation

Subjects will be summarized by number of subjects dosed, completed, and
discontinued the study with discontinuation reasons overall. Individual subject’s
dosing status for each treatment will be provided along with their study completion
status and date.

Demographics and Baseline Characteristics

Descriptive statistics will be calculated for continuous variables (age (months),
weight, height, and body mass index obtained at Screening) overall for subjects
included in the Safety Set. In addition to the continuous summary, age will also be
summarized categorically by age (years).

Frequency counts will be provided for categorical variables (race, ethnicity, and sex)
overall for subjects included in the Safety Set.

Note: If BMI is not recorded in the source dataset, it will be computed for analysis
using the following formula: weight (kg) / [height (m)]*.

Medical, Surgical and Asthma History

All medical and surgical history collected during the study will be coded using the
Medical Dictionary for Regulatory Activities (MedDRA™), Version 20.0 and listed.

Asthma related histories recorded during the study will also be listed.
Adverse Events and Adverse Device Effects

All adverse events (AEs) and adverse device effects (ADEs) occurring during this
clinical trial will be coded using MedDRA®, Version 20.0. An ADE is an AE that is
considered related to the medical device by the Investigator. An AE of special interest
(AESI) is an AE of scientific and medical concern specific to the sponsor’s product.
AESIs applicable to this study have been defined in the Investigator’s Brochure.
Vectura Limited (“Vectura™) will review coding and identify AESIs at or prior to
database lock.

All AEs (including ADEs and AESIs) captured in the database will be listed in by-
subject data listings including verbatim term, coded term (system organ class [SOC]
and preferred term [PT], treatment, severity, relationship to study drug, relationship to
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8.5

study procedure, relationship to medical device and action; however, only treatment-
emergent AEs (TEAEs) will be summarized for subject included in the Safety Set.

A TEAE is defined as an AE or ADE that is starting or worsening at the time of or
after the start of study drug administration. An AE that occurs during the washout
period between treatments will be considered treatment-emergent to the last treatment
given. If an AE increases in severity, that AE will be given a resolution date and time
and a new record will be initiated with the new severity. If the severity of an AE
remains the same or decreases, the AE will be kept open through to resolution.

If the onset time of an AE is missing and the onset date is the same as the treatment
dosing date, then the AE will be considered treatment emergent in the prior and
current treatment. If onset time of an AE is missing and the onset date does not fall on
a dosing date, then the AE will be considered treatment emergent for the last
treatment administered. If the onset date of an AE is missing, then the AE will be
considered treatment emergent and attributed to each treatment on the study, unless
the onset date is known to have occurred within or between specific treatment
periods.

TEAEs will be tabulated by SOC and PT. Summary tables will include number of
subjects reporting the TEAE and as percent of number of subjects dosed by treatment.
The number of TEAEs will be tabulated in a similar manner. Tables which tabulate
the number of TEAEs by severity, relationship to study drug and relationship to
medical device will also be included.

AESIs will be summarized separately. AEs of special interests are:

e Infections: upper and lower respiratory tract infections; oropharyngeal
candidiasis

e Upper respiratory tract: hoarseness, cough, throat irritation

e Eye disorders: media opacities including cataract, glaucoma, increased
intraocular pressure

e Endocrine disorders: hypothalamic-pituitary-adrenal (HPA)-axis suppression

Serious adverse events (SAEs) and serious device effects (SADEs), if present will
also be tabulated by SOC and PT with relationship to study treatment and medical
device. Applicable narratives for SAEs, SADEs, and AESIs will be included in the
CSR.

Vital Signs

Single measurements of blood pressure (systolic and diastolic), heart rate, respiratory
rate, and temperature will be performed with subjects in a supine, semi-recumbent, or
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8.6

8.7

seated position at Screening, pre-dose and 30 minutes after the start of nebulization
on Days 1 (Treatment period 1) and 8 (+ 3 days) (Treatment period 2).

All vital signs data will be listed by subject. Descriptive statistics will be reported for
all vital signs measurements by treatment and time point. Change from baseline will
be summarized in a similar way. Baseline is defined as the result closest and prior to
first dosing in each treatment period, which may include unscheduled or recheck
results. This will typically be the pre-dose measurement collected prior to dosing in
each treatment period. Post-dose unscheduled events, rechecks, or early termination
records will not be included in summaries.

Concomitant Medications

Concomitant medications will be distinguished between ‘concomitant medications at
randomization’ and ‘medications starting after randomization’. Concomitant
medications at randomization are medications that started before the date of
randomization and stopped after the date of randomization or remained ongoing at the
end of the trial and medications starting after randomization are medications that
started on or after the date of randomization.

All concomitant medications recorded during the study will be coded with the WHO
Dictionary Version 01MAR2017 and listed.

Physical Examination

Full physical examinations will be performed at Screening and on Day 8 (+ 3 days).
Individual physical examination records will be listed by subject.

9. SUMMARY OF CHANGES FROM PROTOCOL-PLANNED ANALYSIS

The Total Set for analysis population will not be used because data for screening
failures are not captured in the database. The number of screened subjects will be
presented in the tables summarizing subject disposition. In the current study, all
randomized subjects are to receive study drug.

The Full Analysis Set (FAS), defined in the protocol as all subjects who provide
evaluable data for the total score of the modified PASAPQ data will not be used for
analysis. Summarization of the efficacy data will be based on the safety set instead.
Although specified in the protocol, the modified PASAPQ performance score,
defined as the summation of results from questions 1, 2, 6, and 7 will not be
summarized in the efficacy analysis. The PASAPQ is originally a 15-item
questionnaire with the performance domain assessed over 7 items. The mPASAPQ
has 10 questions including only 4 from the performance domain of the PASAPQ,
therefore it is not appropriate to define or analyze a performance domain. The 3
questions not included in the performance domain were dropped from mPASAPQ as
not applicable to patient population & device under study.

Although not specified in the protocol, the inhalation checklist and duration of
treatment were added as efficacy endpoints and will be summarized by treatment.
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e Although specified in the protocol, concomitant medications will not be summarized
by treatment and overall.
e An additional PK parameter (tj,s) was added that was not listed in the protocol.

10. SUMMARY TABLES AND FIGURES

Summary tables and figures are numbered following the International Council for
Harmonization (ICH) structure but may be renumbered as appropriate during the
compilation of the tables and figures for the report. All PK summary tables and
figures will be generated using SAS® Version 9.3 or higher and/or using Phoenix®
WinNonlin® Version 6.3 or higher for summary PK TFLs, as appropriate.

The following are lists of Safety and PK TFL numbers and titles that will be included
within the report.

10.1 In-text Summary Tables and Figures

The following is a list of table and figure titles that will be included in the text of the
report. Tables and figures will be numbered appropriately during compilation of the
report.

Section 10:

Table 10-1  Disposition Summary

Section 11:

Table 11-1  Demographic Characteristics (Safety Set)

Table 11-2 ~ Summary of Plasma Budesonide Pharmacokinetic Parameters
Following Single Oral Inhalations of 5, 10 and 20 Breaths of VR647
Inhalation Suspension Delivered by the VR647 Inhalation System and
1 mg/2 mL Pulmicort Respules Delivered by the Conventional Jet
Nebulizer

Table 11-3 ~ Dose Proportionality Assessment (Power Model) of Budesonide
Pharmacokinetic Parameters with Dose Expressed as Number of
Breaths Following Single Oral Inhalations of 5, 10 and 20 Breaths of
VR647 Inhalation Suspension Delivered by the VR647 Inhalation
System

Table 11-4  Dose Proportionality Assessment (Power Model) of Budesonide
Pharmacokinetic Parameters with Predicted Doses of 16.2 pg, 29.4 ug,
and 53.6 ug Following Single Oral Inhalations of 5, 10 and 20 Breaths
of VR647 Inhalation Suspension Delivered by the VR647 Inhalation
System
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Table 11-5

Table 11-6
Table 11-7

Table 11-8
Table 11-9

Figure 11-1

Figure 11-2

Figure 11-3

Figure 11-4

Figure 11-5

Figure 11-6

Figure 11-7

Section 12:
Table 12-1

Table 12-2

Summary of Statistical Comparisons of Plasma Budesonide
Pharmacokinetic Parameters Following Single Oral Inhalations of 5,
10 and 20 Breaths of VR647 Inhalation Suspension Delivered by the
VR647 Inhalation System Versus 1 mg/2 mL Pulmicort Respules
Delivered by the Conventional Jet Nebulizer

Summary of Inhalation Checklist (Treatments A — C) (Safety Set)
Summary of Inhalation Checklist (Treatment D) (Safety Set)

Summary of Treatment Duration (Safety Set)

Summary of Modified Patient Satisfaction and Preference
Questionnaire (Safety Set)

Arithmetic Mean Plasma Budesonide Concentration-Time Profiles
Following Single Oral Inhalations of 5, 10 and 20 Breaths of VR647
Inhalation Suspension Delivered by the VR647 Inhalation System and
1 mg/2 mL Pulmicort Respules Delivered by the Conventional Jet
Nebulizer (Linear Scale)

Scatter Plot of Individual and Mean Plasma Budesonide In(AUC,g)
Versus In(VR647 Dose) Expressed as Number of Breaths (Power
Model)

Scatter Plot of Individual and Mean Plasma Budesonide In(AUC,g)
Versus In(VR647 Dose) Expressed as Predicted Doses (Power Model)

Scatter Plot of Individual and Mean Plasma Budesonide In(AUC,f)
Versus In(VR647 Dose) Expressed as Number of Breaths (Power
Model)

Scatter Plot of Individual and Mean Plasma Budesonide In(AUC,f)
Versus In(VR647 Dose) Expressed as Predicted Doses (Power Model)

Scatter Plot of Individual and Mean Plasma Budesonide In(Ciax)
Versus In(VR647 Dose) Expressed as Number of Breaths (Power
Model)

Scatter Plot of Individual and Mean Plasma Budesonide In(Ciayx)
Versus In(VR647 Dose) Expressed as Predicted Doses (Power Model)

Overall Summary of Adverse Events (Safety Set)

Treatment-Emergent Adverse Events by System Organ Class and
Preferred Term (Safety Set)
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10.2

Section 14 Summary Tables and Figures

The following is a list of table and figure titles that will be included in Section 14 of
the report.

14.1

14.2

Demographic Data Summary Tables

Table 14.1.1 Disposition Summary
Table 14.1.2 Subject Disposition and Analysis Set
Table 14.1.3 Demographic Characteristics (Safety Set)

Pharmacokinetic and Efficacy Data Summary Tables and Figures

14.2.1.1 Budesonide Concentration Tables

Table 14.2.1.1.1 Plasma Budesonide Concentrations (pg/mL) Following
Single Oral Inhalations of 5 Breaths of VR647 Inhalation
Suspension Delivered by the VR647 Inhalation System
(Treatment A)

Table 14.2.1.1.2 Plasma Budesonide Concentrations (pg/mL) Following
Single Oral Inhalations of 10 Breaths of VR647 Inhalation
Suspension Delivered by the VR647 Inhalation System
(Treatment B)

Table 14.2.1.1.3 Plasma Budesonide Concentrations (pg/mL) Following
Single Oral Inhalations of 20 Breaths of VR647 Inhalation
Suspension Delivered by the VR647 Inhalation System
(Treatment C)

Table 14.2.1.1.4 Plasma Budesonide Concentrations (pg/mL) Following a
Single Dose of 1 mg/2 mL Pulmicort Respules Delivered
by the Conventional Jet Nebulizer (Treatment D)

14.2.1.2 Budesonide PK Tables

Table 14.2.1.2.1 Plasma Budesonide Pharmacokinetic Parameters Following
Single Oral Inhalations of 5 Breaths of VR647 Inhalation
Suspension Delivered by the VR647 Inhalation System
(Treatment A)

Table 14.2.1.2.2 Plasma Budesonide Pharmacokinetic Parameters Following
Single Oral Inhalations of 10 Breaths of VR647 Inhalation
Suspension Delivered by the VR647 Inhalation System
(Treatment B)

Table 14.2.1.2.3 Plasma Budesonide Pharmacokinetic Parameters Following
Single Oral Inhalations of 20 Breaths of VR647 Inhalation
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Table 14.2.1.2.4

Table 14.2.1.2.5

Table 14.2.1.2.6

Table 14.2.1.2.7

Table 14.2.1.2.8

Suspension Delivered by the VR647 Inhalation System
(Treatment C)

Plasma Budesonide Pharmacokinetic Parameters Following
a Single Dose of 1 mg/2 mL Pulmicort Respules Delivered
by the Conventional Jet Nebulizer (Treatment D)

Intervals (Hours) Used for Determination of Plasma
Budesonide Lambda z Values Following Single Oral
Inhalations of 5, 10 and 20 Breaths of VR647 Inhalation
Suspension Delivered by the VR647 Inhalation System and
1 mg/2 mL Pulmicort Respules Delivered by the
Conventional Jet Nebulizer

Dose Proportionality Assessment (Power Model) of
Budesonide Pharmacokinetic Parameters with Dose
Expressed as Number of Breaths Following Single Oral
Inhalations of 5, 10 and 20 Breaths of VR647 Inhalation
Suspension Delivered by the VR647 Inhalation System

Dose Proportionality Assessment (Power Model) of
Budesonide Pharmacokinetic Parameters with Predicted
Doses of 16.2 pg, 29.4 pg, and 53.6 ng Following Single
Oral Inhalations of 5, 10 and 20 Breaths of VR647
Inhalation Suspension Delivered by the VR647 Inhalation
System

Summary of Statistical Comparisons of Plasma Budesonide
Pharmacokinetic Parameters Following Single Oral
Inhalations of 5, 10 and 20 Breaths of VR647 Inhalation
Suspension Delivered by the VR647 Inhalation System
Versus 1 mg/2 mL Pulmicort Respules Delivered by the
Conventional Jet Nebulizer

14.2.2 Budesonide Figures

Figure 14.2.2.1

Figure 14.2.2.2

Arithmetic Mean (+SD) Plasma Budesonide Concentration-
Time Profiles Following Single Oral Inhalations of 5, 10
and 20 Breaths of VR647 Inhalation Suspension Delivered
by the VR647 Inhalation System and 1 mg/2 mL Pulmicort
Respules Delivered by the Conventional Jet Nebulizer
(Linear Scale)

Arithmetic Mean Plasma Budesonide Concentration-Time
Profiles Following Single Oral Inhalations of 5, 10 and 20
Breaths of VR647 Inhalation Suspension Delivered by the
VR647 Inhalation System and 1 mg/2 mL Pulmicort
Respules Delivered by the Conventional Jet Nebulizer
(Linear Scale)
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Figure 14.2.2.3

Figure 14.2.2.4

Figure 14.2.2.5

Figure 14.2.2.6

Figure 14.2.2.7

Figure 14.2.2.8

Figure 14.2.2.9

Arithmetic Mean Plasma Budesonide Concentration-Time
Profiles Following Single Oral Inhalations of 5, 10 and 20
Breaths of VR647 Inhalation Suspension Delivered by the
VR647 Inhalation System and 1 mg/2 mL Pulmicort
Respules Delivered by the Conventional Jet Nebulizer
(Semi-Log Scale)

Scatter Plot of Individual and Mean Plasma Budesonide
In(AUC,s) Versus In(VR647 Dose) Expressed as Number
of Breaths (Power Model)

Scatter Plot of Individual and Mean Plasma Budesonide
In(AUC,s) Versus In(VR647 Dose) Expressed as Predicted
Doses (Power Model)

Scatter Plot of Individual and Mean Plasma Budesonide
In(AUC;,¢) Versus In(VR647 Dose) Expressed as Number of
Breaths (Power Model)

Scatter Plot of Individual and Mean Plasma Budesonide
In(AUC;,¢) Versus In(VR647 Dose) Expressed as Predicted
Doses (Power Model)

Scatter Plot of Individual and Mean Plasma Budesonide
In(Cpax) Versus In(VR647 Dose) Expressed as Number of
Breaths (Power Model)

Scatter Plot of Individual and Mean Plasma Budesonide
In(Cihax) Versus In(VR647 Dose) Expressed as Predicted
Doses (Power Model)

14.2.3 Efficacy Tables

Table 14.2.3.1.1

Table 14.2.3.1.2

Table 14.2.3.2
Table 14.2.3.3

Summary of Inhalation Checklist (Treatments A — C)
(Safety Set)

Summary of Inhalation Checklist (Treatment D) (Safety
Set)

Summary of Treatment Duration (Safety Set)

Summary of Modified Patient Satisfaction and Preference
Questionnaire (Safety Set)

14.3 Safety Data Summary Tables

14.3.1 Displays of Adverse Events

Table 14.3.1.1

Overall Summary of Adverse Events (Safety Set)

Table 14.3.1.2 Treatment-Emergent Adverse Events by System Organ Class

and Preferred Term (Safety Set)
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Table 14.3.1.3 Treatment-Emergent Adverse Events by System Organ
Class, Preferred Term, and Relationship to Study Drug
(Safety Set)

Table 14.3.1.4 Treatment-Emergent Adverse Events by System Organ
Class, Preferred Term, and Relationship to Device (Safety
Set)

Table 14.3.1.5 Treatment-Emergent Adverse Events by System Organ Class,
Preferred Term, and Maximum Severity (Safety Set)

Table 14.3.1.6 Treatment-Emergent Adverse Events of Special Interest by
System Organ Class and Preferred Term (Safety Set)

Table 14.3.1.7 Treatment-Emergent Adverse Events of Special Interest by
System Organ Class, Preferred Term and Relationship to
Study Drug (Safety Set)

14.3.2  Listings of Deaths, other Serious and Significant Adverse Events

Table 14.3.2.1 Serious Adverse Events (Safety Set) <if no serious adverse
event occurred, a statement ‘No serious adverse events were
reported.>

Table 14.3.2.2 Serious Adverse Device Effects (Safety Set) <if no serious
adverse device effects occurred, a statement ‘No serious
adverse device effects were reported.>

Table 14.3.2.3 Adverse Events Leading to Withdrawal (Safety Set) <if no
adverse events leading to withdrawal occurred, a statement
‘No adverse events leading to withdrawal were reported.>

14.3.3. Narratives of Deaths, other Serious and Certain other
Significant Adverse Events

14.3.4. Displays of Vital Signs and Other Safety Data
Table 14.3.4.1 Vital Signs Results by Time-point (Safety Set)

10.3 Section 16 Data Listings

Data listings are numbered following the ICH structure but may be renumbered as
appropriate during the compilation of the tables and figures for the report. The
following is a list of appendix numbers and titles that will be included as data listings:
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16.2.

Subject Data Listings

16.2.1. Subject Discontinuation

Appendix 16.2.1 Subject Disposition

16.2.2. Protocol Deviations

Appendix 16.2.2 Protocol Deviations

16.2.3. Subjects Excluded from Pharmacokinetic/Efficacy Analysis

Appendix 16.2.3.1  Subjects Excluded from Pharmacokinetic Analysis
Appendix 16.2.3.2  Subjects Excluded from Efficacy Analysis

Note: Appendices 16.2.2 and 16.2.3 are generated in MS Word for inclusion
in the study report.

16.2.4. Demographic Data

Appendix 16.2.4.1  Demographics
Appendix 16.2.4.2  Medical and Surgical History
Appendix 16.2.4.3  Asthma History

16.2.5. Compliance and Drug Concentration Data

Appendix 16.2.5.1.1 Inclusion Criteria
Appendix 16.2.5.1.2 Inclusion Responses
Appendix 16.2.5.2.1 Exclusion Criteria
Appendix 16.2.5.2.1 Exclusion Responses
Appendix 16.2.5.3  Randomization
Appendix 16.2.5.4.1 Nebulization
Appendix 16.2.5.4.2 Dosing

Appendix 16.2.5.4.3 Inhalation Checklist

Appendix 16.2.5.5  Modified Patient Satisfaction and Preference
Questionnaire (MPASAPQ)

Appendix 16.2.5.6  Prior and Concomitant Medications
Appendix 16.2.5.7  Overnight Stay and Discharge From Site
Appendix 16.2.5.8  Follow-Up

16.2.6. Individual Concentration Versus Time Data

Appendix 16.2.6.1  PK Blood Sampling

Appendix 16.2.6.2  Individual Plasma Budesonide Concentration Versus
Time for Subject # (Linear and Semi-log Scale) —
Sequence ##
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16.2.7. Individual Adverse Event Listings

Appendix 16.2.7.1.1 Adverse Events (I of II)
Appendix 16.2.7.1.2 Adverse Events (II of II)

Appendix 16.2.7.2  Adverse Event Preferred Term Classification

16.2.8. Individual Laboratory Measurements and Other Safety
Observations

Appendix 16.2.8.1  Physical Examination
Appendix 16.2.8.2  Vital Signs
Appendix 16.2.8.3  Vital Signs Change From Baseline

11. TABLE SHELLS

The following table shells provide a framework for the display of data from this study. The
shells may change due to unforeseen circumstances. These shells may not be reflective of
every aspect of this study, but are intended to show the general layout of the tables that will
be presented and included in the final report. Unless otherwise noted, all tables will be
presented in Times New Roman font size 8. These tables will be generated off of the
Celerion ADaM Model 2.1 and ADaM Implementation Guide 1.1.
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Vectura Limited
Protocol: VR647/1/002
Celerion Clinical Study Report No. CA23344

Figure PEPConc5
Appendix 16.2.6.2 Individual Plasma Budesonide Concentration Versus Time for Subject #
(Linear and Semi-log Scale) — Sequence xx
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