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1. Introduction

On 9% March 2023, the MAH submitted a completed paediatric study for tezepelumab, in accordance
with Article 46 of Regulation (EC) No1901/2006, as amended.

A short critical expert overview has also been provided.

2. Scientific discussion

2.1. Information on the development program

The MAH stated that study D5180C00025 (TRAILHEAD) is a standalone study.

2.2. Information on the pharmaceutical formulation used in the study

The pharmaceutical formulation used in the study was tezepelumab solution for injection - 110 mg/mL.
2.3. Clinical aspects

2.3.1. Introduction

The MAH submitted a final report for:

e Study D5180C00025 (TRAILHEAD), a phase I, open-label study to evaluate the pharmacokinetics
of tezepelumab in children = 5 to 11 years of age with mild, moderate, or severe asthma.

2.3.2. Clinical study

Study D5180C00025 (TRAILHEAD)

Description

This was a multicentre, open label study designed to evaluate the pharmacokinetic (PK) profile of
tezepelumab following a single subcutaneous (SC) 70 mg dose in children aged > 5 to 11 years with

mild, moderate, or severe asthma. The study was conducted globally across 6 study sites in 3
countries: UK (4 sites), Hungary (1 site), and South Africa (1 site).

Methods

Study participants

Children aged > 5 to 11 years with mild, moderate, or severe asthma requiring daily controller
medications.

Treatments
Single SC 70 mg dose of tezepelumab.
Objectives and endpoints

The study objectives and endpoints are shown in Table 1.
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Table 1 - Objectives and endpoints

Objectives | Outeome Measures
Primary
*  Todescribe the PK parameters following a * o

smgle 5C administranon of tezepelumab 70 mg

. . . . L

m children with nuld, moderate, or severe

astlma *  AUC
.ty
= CLF
=  V.F

Secondary

& To evaliate the mimunogemucty of tezepeluniab | #  Presence of ADAs

Safery

#  Toevaluate the safery and tolerability following | Adverse events/senous adverse events

asmngle 5C admemsiration of ezepelumals e Vital signs

70 mg
*  Laboratory parameters
* ECG
Exploratory
*  Toevaluate the PD following a single SC *  Pulmonary function (FEV,. FVC)

admunstration of tezepelumab 70 mg *  Blood cosinophil levels

* FENO
. PQol

ADA ann-drug antibodies; AUC area under the concentration-tme curve, CL'F apparent clearance;

Cpax maxitoum concentration; ECG electrocardiogram; FENO fractional exhaled nitric exide; FEV; forced
exparatory velume m one second, FVC forced vieal capaciry, PD pharmacodinamues, PK pharmacokmene, PQoL
paediatnic qualiry of hife; SC subcutaneous; Togy tme t0 Coyy; by terminal phase elinination half-life

Vao'F apparent steady-state volume of distribution

Sample size
23 patients were enrolled, 18 patients were dosed, and 18 patients completed the study.
Statistical Methods

A statistical analysis plan (SAP) was developed and finalised before database lock (DBL), which
described the patient populations to be included in the analyses and the procedures to account for
missing, unused, and spurious data.

No formal statistical hypothesis tests were performed. Categorical data were summarised by the
number and percentage of patients in each category. Continuous variables were summarised by
descriptive statistics, including the number of patients, mean, standard deviation, median, minimum
and maximum for non-PK data. Median was presented together with first and third quartile where
appropriate. For the summary of PK concentration levels, the geometric mean and CV% based on log-
transformed data were also presented. All summary tables presented descriptive statistics and/or
frequency by visit unless otherwise stated.

Demographics and patient characteristics were summarised using frequency and percentages (for
categorical variables) and n, mean, standard deviation, minimum, median and maximum (for
continuous variables) using both the PK and safety analysis set.
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The frequency and percentages of patient disposition and reasons for withdrawal from the study were
presented. Frequency and percentages of patients in each analysis population were provided.
Important protocol deviations were defined at patient level prior to DBL and were summarised and
listed.

Pharmacokinetics

Tezepelumab serum concentration data were listed by individual and summarised by nominal time
using descriptive statistics, including N, geometric mean, geometric CV%, arithmetic mean, arithmetic
SD, median, minimum and maximum. The mean and individual serum tezepelumab concentrations
were plotted over time. Based on the serum concentration-time data of tezepelumab, the following PK
parameters were estimated using noncompartmental analysis method as appropriate: AUCO-inf, AUCO-
last, Cmax, tmax, terminal tiz, CL/F, and Vss/F. In addition to the primary PK parameters, Vz/F was
also derived. PK parameters were listed by individual and were summarised using descriptive statistics.
The PK analysis was performed using WinNonlin version 8.3.

Pharmacodynamics

Observed and change from baseline values in forced expiratory volume in one second (FEV1; observed
value and percent of the predicted normal values computed by means of the Global Lung Function
Initiative equations), forced vital capacity (FVC), eosinophils and fractional exhaled nitric oxide (FENO)
were summarised using descriptive statistics. Mean absolute and mean change from baseline values
over time for pre-bronchodilator FEV1, FENO, IgE, and blood eosinophil levels were presented.

Data collected by means of the Paediatric Asthma Quality of Life Questionnaire (PAQLQ) were listed by
individual. In addition, each domain score (i.e., symptoms, activity limitation and emotional function)
and the overall score were summarised, presenting descriptive statistics of observed values and
change from baseline values at each scheduled assessment visit.

Immunogenicity

Anti-drug antibody data were summarised using descriptive statistics by visit. Samples confirmed
positive for ADA were tested for nAb and listed by patient.

Safety

Safety data were presented using descriptive statistics except where otherwise specified. The overall
number and percentage of patients with adverse events (AEs) and serious adverse events (SAEs) were
presented. The occurrence of AEs was also described by system organ class (SOC) and preferred term
(PT), and separately by severity and by relationship to the IP (as determined by the Investigator).
Where a patient reported the same PT/SOC within multiple severity or relationship categories, the
patient’s worst occurrence (most severe/most related) was tabulated. Serious AEs, AEs leading to
death, AEs leading to withdrawal from study, commonly occurring AEs, and adverse events of special
interest (AESIs) were included in key listings.

Laboratory data, including serum chemistry, haematology and urinalysis were summarised by
presenting summary statistics of observed values and change from baseline values at each scheduled
assessment visit. Shift tables were also presented using normal ranges (baseline to most extreme
postbaseline value).

The number of patients with elevated liver function tests that met the Hy's Law definition was
summarised and evaluated. Vital signs data were summarised by presenting summary statistics of
observed values and change from baseline values at each scheduled assessment visit. Abnormal ECGs
(as per Investigator’s overall interpretation) were summarised using the frequency and percentage of
patients.
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Description of analysis sets

For this study, the following analysis sets were defined per Table 2:

Table 2 - Populations for Analysis

Population/analysis set Description

Enrolled All patsents who sugned the ICF

Safery All patients who recerved at least one dose of tezepelumab

PR Patents m the Safety Analysis set that had at least one detectable

tezepelumab serum concentration from a sample collected post-dose that
was assumed not 1o be affected by factors such as important protocol
deviations (eg. meorrect dose of study IP recerved)

| ICF mformed consent form: [P mvestigational product. PK pharmacokinetic

All PK summaries were based on the PK analysis set. Anti-drug antibodies and PD parameter
summaries and safety presentations were based on the safety analysis set.

Determination of sample size

No formal sample size calculation was conducted for this study. The number of patients was based on
the desire to obtain adequate PK and safety data while exposing as few paediatric patients as possible
to tezepelumab and study procedures. A total of 12 patients was considered sufficient to provide
adequate data to characterise the PK of tezepelumab in children aged > 5 to 11 years. At least 4
patients were to have a body weight of < 25 kg and at least 3 patients were to have a body weight of
> 25 kg and < 40 kg. To reach the goal of having at least 12 patients complete the study, enrolment
aimed for approximately 14 patients to receive tezepelumab.

Patients who were eligible to participate but did not go on to receive tezepelumab, or patients who did
not complete the required evaluations through to Day 85 could have been replaced to maintain the
stipulated number of evaluable patients, at the discretion of the Sponsor.

Handling of missing data

In the case of a missing value at a scheduled visit, which was then followed by a non-missing value at
an unscheduled or repeat assessment within the same visit window, the non-missing value at the
unscheduled/repeat assessment was to be used.

If a patient had more than one non-missing value within the same visit window, the following rules
applied:

e The non-missing value closest to the target day was selected for analysis at that visit,

e If 2 non-missing values are the same distance from the target day, the earlier of the 2 values
was selected for analysis at that visit,

e If 2 non-missing values were recorded on the same day and have a different assessment time
associated with both of them, the value with the earliest assessment time was selected for
analysis at that visit,

e If 2 non-missing values (for continuous variables) were recorded on the same day and have no
assessment time associated with at least one of them, or the same assessment time associated
with both of them, the average of the 2 values was selected for analysis at that visit. For
categorical variables in this situation, the worst case was used.

If a patient had no value within a particular visit window, then the patient had a missing value on that
scheduled study day in summaries and analysis. Where a PK sample was missing for a patient, the
pharmacokineticist and Sponsor evaluated the PK samples collected (collection times only, not
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concentrations) for the patient and determined if enough samples were collected to report some or all
of the protocol defined PK parameters. Data from patients that had missing PK sample(s) were
included in concentration-time listings, individual PK profile plots and associated summary statistics.
Available PK parameters were included in the PK parameter listing and associated summary statistics.

Results
Participant flow

The disposition of the patients in this study is summarised in Figure 1.

Figure 1 - Number and disposition of patients recruited

Patients cnrolled

23
Screen failure:
5 -
—
Renson for scezen fiihare:
Lisllainat varluiis WA gt
Y
Received i
tezepelumab: ' Patients by country I
18 ¢ 1O00%) )
GER: N ZAF:
B {44%) (LI 8 (A%}
Prf:m.'ltunrl;.r o Tite 1800 1 {5684 Sile 33010 2 (11.1%4) Sige G301 § (41.075)
withdrawn: il Shie 2602 3 {16 7%)
0 Bite 2803 3 {16.7%)
Site J605: | {5 8%
L
Completed study:
18 {100.0%%)

! Informed consent recerved.
GBR UK; HUN Hungary, ZAF South Afnica,

Study patients analysed

The analysis sets and the number of patients in each analysis set are summarised in Table 3.

Table 3 - Analysis Sets

Patients in analvsis set Number of patients
Tezepelumab 70 mg SC Tatal
Patients included m enrolled analysis set - 23
Patients dosed 18 18
Screen fulures - ]
Panents mcluded 1n safery analyas set 18 18
Patents excluded from safety analyer set ? 0 ]
Pateents mecluded in pharmacokmetic analyas set 18 1%
Pateents excluded from pharmacokinetic analyss set * 0 1]

» An indrvidual patient could have been excluded for more than one reason
5C subcutanecus

Baseline data

The demographic and key baseline characteristics of study patients are summarised in Table 4.
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Table 4 - Demographic and patient characteristics (Safety analysis set)
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Characteristics Sranisties Tezepelumaly 70 mg 5C
(N=1%
Age {years) Y 18
I Mean (500} 15(1.78)
M, Max 511
Median 0
Sex (n [*&]h Male 11 (61.1)
Female T(38.9)
Race (n [%a]) Aszan 2(11.1)
I Black or African Amencan 1 (5.8}
Whse G (33.3)
Crther 9 (50,00
Ethaee Group (n [%a]) Nt Hispanie or Latma 15 (100.0)
Heaght {cm) n 18

Mean (SD) 130.12 (15.185)
Min. Max 108.6, 158.6
Median 128.35
Weight (kg) n 18
Mean (SD) 30.575 (13.8746)
Min, Max 17.10, 67.00
Median 24.700
Body weight group. n n 18
(%) <25kg 9 (50.0)
=25kgto<40ke 5(27.8)
=40 ke 4(22.2)
Body Mass Index n 18
(keg/m?) Mean (SD) 17.296 (4.3414)
Min, Max 14.20,25.80
Median 15950
Eosinophuls (cells/nl) | n 18
Mean (SD) 437.8 (389.16)
Min, Max 60. 1660
Median 330.0
Eosmophils group n 18
(cells/uL), n (%) =150 5(27.8)
150 to = 300 3(16.7)
300 to <450 3(16.7)
=450 7(38.9)
FENO (ppb) n 13+
Mean (SD) 32.6(26.13)
Min, Max 5,81
Median 20.0
FENO group (ppb). n n 132
(%) 25 7(53.8)
2510 <50 1(1.7)
=50 5(38.5)
Total IgE (IU/mL) n 18
Mean (SD) 1094.50 (1778.269)
Min, Max 37.7.6616.0
Median 514.00

3 For 5 patients, the FENO values were either not obtamable. or they could not be saved due to device

malfunction.

Baseline is defined as the last valid non-missing result obtained on or prior to the date of dosing of tezepelumab.
FENO fractional exhaled nitric oxide; IgE immunoglobulin E: IU international units; Max maximum; Min
minimum; N number of patients in treatment group: n number of patients mcluded in analysis: SC subcutaneous;

SD standard deviation.
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Pharmacokinetic results

Serum samples for PK analysis were collected before dose administration on Study Day 1 (Baseline)
and on Study Days 3, 7, 11, 15, 29, 57, and 85/end of study. Blood samples for determination of
tezepelumab concentrations in serum were analysed using a validated assay.

Geometric mean (*/ gSD) serum tezepelumab concentrations versus time are presented in Figure 2.
Mean PK parameters of serum tezepelumab are presented in Table 5.

Figure 2 - Geometric mean (*/gSD) serum concentration (ug/mL) of tezepelumab versus time (Linear
scale) (PK Analysis Set)

Lizomx

| —— &
L]
T T T T T T T
=N LI I 28 B B
Hominal Tizmm (daya
g Tmzapalumak 70 mg 52
Vemical lines represent the geometne mean / g5D and geometne mean * g5D.
Geometric mean | g5D: explmean[logex coe samanien] / exp{std[loges cosconmanca] )
Geometric mean * gSD: exp(mean[loges coacemsca] * exp(std[logss coocezanea])
g5D geometnic standard deviation; N number of patients; PK pharmacokinetic; 5C subcutaneous.
Table 5 - Summary of pharmacokinetic parameters of tezepelumab
F::um_m-_nl",r Comar AUCons | AUCs fmsz T CLF V¥ Vo F
Statistic {pz/mL) Day=ug' | (Day*pg (Day) (Day) (L/Day) (L) (L)
mL) mL)

il 18 18 18 13 18 1% 13 18
Geometric 4.6 326 024 A 250 0.0758 282 273
Mean
Geometric CV% 477 359 352 A 246 35.2 447 M5
Geometric 15.7 583 636 MNA 19.6 0.0538 1.84 179
Mean / gSD
Geometric 388 1170 1300 A 3l9 0.107 433 413
Mean * gSD
Arithmetic 27.1 an 974 MNA 2537 0.0802 jog 298
Mean
Arnithmetic 5D 119 283 320 MNA 354 0.0295 132 126
Median 254 869 Qe 347 25.0 00723 251 248
MMiminmem 109 417 461 192 151 0.0388 1.40 133
Mlavinmum 343 1510 1800 D06 362 0.152 5.60 535

Geometnic mean / gSD: expimean[logPK concentration] / expistd[logPK concentration])

Geometric mean ® gSD: exp{mean[logPK concentration] * exp(std[logPK concentration])

Cor maximum concentration, CV% coefficient of vanaton; EOS end of study; gSD geometnc standard
deviation; LLOQ lower limnt of quantification (0.010 ug'mL); N number of patients in the pharmacokinetic
analysis set; n number of observatons; NA not applicable; PK pharmacokinene(s); 5D standard deviation;

trr tim1e 10 Cre: t termunal phase elimination half-life; ViF apparent steady-state volume of distnbution; V/F:
apparent volume of distribution (based on terminal phase), estimated as CL/F¥1/ Az
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Pharmacodynamic results

Pulmonary function

The change in pulmonary function variables over time are shown in Table 6. No substantial change
was noted in the percent predicted FEV1 or predicted FVC during the study. Similarly, the FEV1/FVC
ratio did not demonstrate any substantial change following a single dose of 70 mg SC tezepelumab. No
notable changes were observed in pulmonary function parameters following a single dose of

tezepelumab.

Table 6 - Pulmonary function variables over time (Safety analysis set)

Pulmonary Time point Result Change from baseline
fanctisn variable b | Mean | SD | Min | Median | Max Mean | SD Min | Median | Max
FEV; (L) Bassline 18 | 1528 | 0508 | 080 | 1440 | 2463 = -
Dray 14 1% | 151% | o482 | 683 | 1360 | 274 001t | 108 | -a21 0010 .17
Dray 28 1 | 1555 | 053 | 080 | 1400 | 275 0027 | o116 | 014 0.000 0.27
Day 84EQS 12 1. 556 0568 .86 1.470 240 0027 0127 =0 20 0030 0,27
Percent predicied Baseline 1% | 9534 | 1072 | 00 | 9585 | 1190 - - - -
FEV: (%) Day 14 18 487 | 1231 §e | 9200 1250 -0.47 4.85 5.0 0,25 0
Dray 28 1 | 9572 | 1158 | 760 | 93so | 1220 0.38 523 -0 .00 120
Day $4E0S 12 | 9389 | 1369 | 740 | %000 | 1280 144 | 788 | 80 1,040 9.0
Forced vital Baseline 1% 1.431 0663 1.13 1.865 318 - - - - -
capacity (L) Dy 14 i 1475 | 0640 | 12 1.680 314 0056 | 0145 | 054 0,030 013
Day 28 18 1.902 D.G72 1.10 1.635 318 -0.01% 01T -0.59 a.010 018
Day S4/EQS 1% | 1837 | 073 | 105 | 1750 | 334 o006 | 0182 | -0.45 0.055 020
Percent predicied Baseline 13 | 10578 | 1126 | %00 | 10300 | 1380 - - - -
frced vital Diay 14 18 | wo24s | 943 | sso | 1ouse | 1m0 233 | eoy | aaeg | ozss 10.0
capacaty {*a) Day 28 1% | 10327 | 1007 | 860 | 10200 | 1240 251 | eEs | 350 -1.45 10.0
Dy B4EQS 18 10313 9311 BE.1 10200 1290 =244 10.90 430 100 5.0
Ratio of Baseline 1B | 0801 | 0084 | 062 | 0800 | 096 - - - -
FEV,FVC Dy 14 18 0816 | 0056 | 068 | 0.ELS 092 006 | ooss | -013 0015 0.16
Day 28 1% | o822 | o0s1 | e | 0820 | o2 0021 | o065 | 014 0.020 0.17
Day S4EQS 1B | 0805 | 0062 | 072 | 0780 | 093 0004 | 00585 | 0.0 0.005 0.16

Baseline (nommal Day 0) is defined as ibe last valid non-mdssing resull obiained on oo proor 1o the date of dosing of tezepelumab.
Tume pomnt 15 given m nominal days (Study Day = 1); see Section 11.7.1.
EOS end of study; FEV) farced expiratory volume in | second: FVC foreed wital capacity; Min minmum; Max muasimum; n Humber of patients meluded in
analyses; S0 standard deviabon.

Biomarkers

Changes in biomarkers in this study were reflective of the expected PD effects of tezepelumab. The
change in biomarkers over time (blood eosinophils, serum immunoglobulin E, and FENO) following a
single dose of tezepelumab are shown in Table 7.
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Table 7 - Biomarkers over time (Safety analysis set)

Biomarker Time point Result Change from baseline

variable I Alean i) Min | Median [ Aax w | Mean | sD Min Median Max

Easmoplils, Baseline 15 | 4378 | 3892 60 %30 1660 . . . - -

particle cong. Dray 14 1% 271 2500 40 180 1130 18 | -1466.7 | 1780 =530 120 2]

(cells/ul) Dray 24 14 187.5 1123 20 183 440 14| -247.5 | 3519 -1350 -115 10
Day84E0Ss | 15 | 3913 | 4239 30 190 1660 15 <487 | 1398 | -320 -3 280

Immunoglobulm | Baseline 18 | 10ma50 | 177827 | 377 | s140 | se160 . . - - -

E Dhay 28 18 | 105455 | 176883 | 463 | s180 | vs4s0 | | 18| 3995 | 40993 | -15000 -10.5 TI0.0

(IWimL) Day 84EQS 18 93542 | 14559 ) B9 4905 542000 18 - 55188 | -1986.0 Y. 1230

156.08

Fractiemal Baseline 13 324 6.1 5 0 1 - - - - -

exhaled nitmie Dray 14 15 | 137 10,4 5 a 40 12| -i74 | 208 | -3 -7 4

oxide (pp) Doy 28 14 17.4 159 5 12 &9 12| 147 | 248 .59 3 18
Day B4EQS | 17 7.1 346 5 13 113 13| 07 | 311 -44 -1 79

Baseline (soqmnal Day 0) s defined as the bist valid nen-missimg result obained an ar pried 1o the date of dosing of tezepelumals.
Timee poant s gaven m sonnnal days (Swdy Day - 1), see Secton 11.7.1.
EQS end of study; Min minsmorm; Max maximem; o ozmber of patients included 1n analysis; SD standard deviation.

The mean change from baseline over time in blood eosinophils, serum IgE and FENO values are
displayed in Figure 3, Figure 4 and Figure 5, respectively. For eosinophils and FENO, the data
suggest a trend to an initial reduction at 4 weeks followed by a gradual return to baseline levels. For

IgE, the data suggest no notable changes in values over the course of the study.

Figure 3 - Eosinophil data by visit, mean (SD) of change from baseline (Safety analysis set)

—alid

Bamizal Tims ldays

Figure 4 - IgE data by visit, mean (SD) of change from baseline (Safety analysis set)

From Baselim

Changya

Homimal Tame ldaysl 1
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Figure 5 - FENO data by visit, mean (SD) of change from baseline (Safety analysis set)

Paediatric quality of life

There was a trend towards an improvement in the total score as well as all 3 PAQLQ domain scores
(activity limitations, symptoms, and emotional function) from baseline to Study Day 29 with gradual
return to baseline by Study Day 85/end of study.

Immunogenicity results

Anti-drug antibody prevalence (ADA positive at baseline and/or post-baseline) was 16.7% (3/18
patients) (Table 8). One of these patients was ADA positive at both baseline and post-baseline, but
the baseline ADA titre did not increase over time. Post-baseline ADA titres were low, being just above
the limit of detection. No patient was classified as treatment-emergent ADA positive. No patients were
nAb positive.
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Table 8 - Summary of anti-drug antibody responses during the study (Safety analysis set)

ADA Caregory Tezepelumab 70 mg SC
(X =18)
ADA Mazximuim ADA Titre

positive . . 3

/N (%) Min Median Max
ADA positive at baseline and‘or ins? 67.2 67.20 337.6
post-baseline (ADA prevalence) (16.7)
Only baseline ADA positive 218® 67.2 67.20 67.2

(11.1)

Both baseline and at least one 118" 537.6 537.60 5376
posi-baseline ADA positive (53.6)
ADA positive at baseline 318" 67.2 67.20 537.6
regardless of post-baseline (16. 1)
result
Any post-baseline 118 ¢ 537.6 537.60 5376
ADA-positive (5.6)
Treatment-induced 0 - - -
ADA-positive *
Treatment-boosted ADA 0 - - -
positive :
TE-ADA positive (ADA 1] - - -
incidence) £

o A e

-

higher level followmng IP administration.

£ TE-ADA positive is defined as either treatment-induced ADA positive or treatment-boosted ADA positive,

Number of patients with any ADA result at baseline and'or post-baseline,
Number of patients with an ADA result at baseline,

Number of patients with an ADA result at baseline and at least one post-baseline assessment.
Number of patients with at least one post-baseline ADA assessment.
Treatment-mduced ADA posative is defined as ADA negative at baseline and post-baseline ADA positive.
' Treatment-boosted ADA positive is defined as baseline positive ADA titre that was boosted to a 4-fold or

ADA incidence is the proportion of TE-ADA positive patients in a population

Of the 3 ADA positive patients in the study, 1 patient (ADA positive at baseline only) experienced an
AE of lower respiratory tract infection; this AE occurred during screening, was assessed as mild, and
resolved prior to IP administration.

Safety results

Across the study, 7/18 patients (38.9%) reported AEs, with a total of 17 AEs being reported for these

patients (Table 9).

Table 9 - Number of patients with adverse events in any category (safety analysis set)

AF Category Number (%) of patenrs®
N =18)

Any AE T(389)

Any AE with outcome of death 0

Any SAE 0

Any AE leading to withdrawal from study 0

! Patients with mmltiple events in the same category are counted only omoe in that category. Patients with

events in more than one category are counted once in each of those categories.

Includes adverse events that occured dunag the oa-stady penod. On-stady 15 xoy day betwees the date of [P

sdounistration and study completion or withdrawal date, Percentages are based on the total oumbers of patients

16 the treatment growp ().

AE adverse event; IP investigational product; W aumber of patients in treatment group; SAE senions AE.
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Adverse events by SOC and PT are presented in Table 10. No AEs were reported in > 2 patients; AEs
reported in 2 patients were COVID-19, nasopharyngitis, and headache; none were considered serious.

Table 10 - Patients with adverse events reported during the on-study period by system organ class and
preferred term (safety analysis set)

Svstem organ class / Number (%) of patients”
Preferred term ™ =1%)
Patients with any AE 7(38.9)
Infections and Infestations 5(27.8)
COVID.19 {111}
Naszopharyngitis 2(11.1)
Visal Upper Respiratory Tract Infection 1(5.6)
Nervous System Disorders 2({11.1}
Headache 2(11.1}
Respiratory, Theracie and Mediastinal Disorders 1
Asthana 1(3.4)
Congh 1{3.8)
Gastrointestinal Diserders 1{5.6)
Vomiting 1({5.4)
General Disorders and Adnumstration Site 1{3.8)
Conditions
Pyrexia 1({5.6)
Immune System Disorders 1{5.8)
Seasonal Allergy 1(5.8)
Injury, Peisoning and Procedural Complications 1{5.6)
Contosion 1{35.8)
Fall 1({5.8)
Muzsculoskeletal and Connective Tissne DHsorders 1{5.6)
Pain 1n Extrenuty 1{3.8)

b Wumber (%) of patisats with AEs, sorted by decreasing frequency for system organ class and prefemed

term.

Patients with multiple events in the same preferred term are counted only once in that preferred term. Patients
with events in more than one preferred term are counted once in each of those preferred terms. Inchodes adverse
events that oconrred dunng the on-study peniod. Oo-study 15 any day between the date of [P adounistration and
study completion of Wwithdrawal date. Percentages are based on the total sumbers of patients in the treatnient
group (M),

AF adverse event; N number of patients in treatment group.

Out of 7/18 patients (38.9%) with reported AEs, 2/18 patients (11.1%) reported moderate AEs and
5/18 patients (27.8%) reported mild AEs. No patients reported severe AEs. Adverse events reported as
moderate were asthma and cough, each reported in one patient.

No AEs were assessed as causally related to the IP by the Investigator. No AEs with fatal outcome, no
SAEs and no AEs of special interest were reported in this study. No adverse events were classified as
other significant adverse events.

Clinical laboratory evaluation

Aside from the expected effect of tezepelumab on lowering blood eosinophil counts, no trends were
noted for haematology results. No AEs related to haematology were reported. No AEs related to clinical
chemistry were reported and no clinically meaningful trends were noted. There were no individual
clinically important abnormalities in clinical chemistry reported. No patients had ALT > 3 X ULN or AST
>3 X ULN and TBL > 2 X ULN. No patients were found to have a clinically meaningful change in
urinalysis results during the study.
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Vital signs, electrocardiograms, physical findings and other observations related to safety

There were no clinically meaningful trends in either vital signs or ECG parameters over the course of
the study. There were no individual clinically meaningful changes in vital signs or ECG parameters.
There were no clinically relevant abnormal medical findings in physical examination observations as
compared with the baseline assessment.

2.3.3. Discussion on clinical aspects

The primary aim of this study was to evaluate the PK of tezepelumab following a single 70 mg SC dose
in children aged = 5 to 11 years with mild, moderate, or severe asthma. Additional aims were to
evaluate the PD, immunogenicity, safety and tolerability. The design and methodology of this study are
acceptable.

The PK of tezepelumab in 18 paediatric patients included in this study was well characterised. The
mean t1/2 was 25.7 days, which is similar to that previously observed in the adult and adolescent
populations.

An exploratory efficacy objective of this study was to evaluate the effect of a single 70 mg SC dose of
tezepelumab on pulmonary function in a paediatric population. No notable changes were observed in
FEV1, FVC or FEV1/FVC ratio. However, this study was not powered to detect this effect. Further, only
a single dose of tezepelumab was administered.

ADA prevalence and ADA incidence were 16.7% and 0%, respectively. There were no treatment-
emergent ADA positive patients in the study. Therefore, the potential impact of ADA on PK could not be
assessed. One patient, who was ADA positive at baseline only, experienced an AE during screening,
which was assessed as mild. No patients were nAb positive.

There were no safety findings of concern or tolerability concerns reported in the study. A total of 7/18
patients (38.9%) reported AEs, none of which were considered causally related to tezepelumab by the
Investigator. Two patients reported moderate intensity AEs (asthma and cough, 1 event in each
patient); all other AEs were of mild intensity, and there were no SAEs or AEs resulting in death or
study discontinuation.

No clinically meaningful laboratory findings for haematology, serum chemistry, or urinalysis
parameters were identified. There were also no clinically relevant findings in vital signs, ECGs, physical
findings or other safety-related observations. Overall, the data suggest an acceptable safety profile.

3. CHMP’s overall conclusion and recommendation

Overall, the results of this study support the further development of tezepelumab in paediatric patients
aged = 5 to 11 years with mild, moderate, or severe asthma. However, it is not possible to draw
definitive conclusions given the limited number of patients included in this study (n=18). No issues of
concern were identified, and no further actions are required.

X Fulfilled:

No regulatory action required.
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