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AMENDMENT HISTORY

Category*:

Change refers to

Date Description of change In line with 

the CSP?

Rationale

Other 01-Aug-22 Section 6: Text has been updated 

to include Day 29 PK analysis

for dose confirmation for safety 

and efficacy study in 5 to <12 

years old children.

No Day 29 PK analysis after all

subjects complete Visit 7 was 

introduced in order to provide faster 

confirmation for dose of IP for 

future safety and efficacy study in 5 

to <12 years old children.

Other 01-Aug-22 Section 5: Updated text to “No 

formal interim analyses are 

planned in this trial”.

Yes Text added to clarify no formal 

interim analyses to be conducted.

Other 01-Aug-22 Study details: CSP version 

updated.

Yes CSP version was updated to align 

with the latest one.

Other 01-Aug-22 Section 4.2.2: Removed OCS 

details and added details of ICS 

dose conversion factors.

Yes OCS details removed to be 

consistent with Exclusion Criterium 

#6, reference of ICS conversion 

dose factors added to keep track of 

version used.

Other 01-Aug-22 Section 4.2.6.1: Removed text 

“A summary of the most 

common AEs will be presented 

by PT.”.

N/A Due to little sample size, the 

marginal percentage of most 

common AEs as required per 

template would be unreasonably 

high.

Other 01-Aug-22 Section 4.2.6.2: Removed text 

“For urinalysis data, a shift table 

will be generated to present 

changes from baseline to 

maximum post-baseline value 

for each quantitative variable 

and will include subjects with 

N/A Urinalysis data is no longer 

collected in terms of quantitative 

variables for which this text was 

included. Respective shift table for 

negative/positive values remains 

included in the text of this SAP.
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Missi n g v al u es c at e g or y a n d 

b as eli n e t o l ast p ost -b as eli n e 

v al u e s hift t a bl e r e m o v e d f or 
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si g ns. 
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Missi n g v al u es c at e g or y d o es n ot 

pr o vi d e v al u a bl e i nf or m ati o n i n 

s hift t a bl e.

 

 

 

 

 

D at a pr es e nt ati o ns 0 1 -A u g - 2 2 S e cti o n 4. 2. 1. 2 : R e m o v e d 

vir ol o g y r es ults at s cr e e ni n g 

( H Bs A g, H C A b, HI V-1, a n d 

HI V -2 a nti b o di es) fr o m b as eli n e 

c h ar a ct eri sti cs s u m m ar y.

N/ A T his d at a is n o l o n g er pr es e nt e d d u e 

t o pri v a c y r e as o ns.

* Pr e -s p e cifi e d c at e g ori es ar e 
Pri m ar y  or s e c o n d ar y e n d p oi nts; St atisti c al a n al ysis m et h o d f or t h e pri m ar y or s e c o n d ar y e n d p oi nts; D eri v ati o n of pri m ar y or s e c o n d ar y e n d p oi nts; M ulti pl e 
T esti n g Pr o c e d ur e; D at a pr es e nt ati o ns; Ot h er

C CI



St atisti c al A n al ysis Pl a n Astr a Z e n e c a
D 5 1 8 0 C 0 0 0 2 5 v 2 . 0 1 A u g ust 2 0 2 2

C O N FI D E N TI A L A N D P R O P RI E T A R Y 8 of 3 3

1 S T U D Y D E T A I L S

T his is t h e st atisti c al a n al ysis pl a n ( S A P) f or st u d y  D 5 1 8 0 C 0 0 0 2 5. T h e S A P d es cri b es t h e 

st atist i c al a n al ys es s p e cifi e d i n v ersi o n 4 . 0 of t h e cli ni c al st u d y pr ot o c ol ( CS P) i n m or e d et ail; 

a n y c h a n g es wit h r e g ar ds t o w h at is alr e a d y s p e cifi e d i n t h e C S P will b e d es cri b e d i n  S e cti o n 

6 of  t his d o c u m e nt.

1. 1 St u d y O bj e cti v es

1. 1. 1 P ri m a r y O bj e cti v e

P ri m a r y o bj e cti v e: E n d p oi nts/ v a ri a bl es:

T o d es cri b e t h e p h ar m a c o ki n et i c ( P K) 
p ar a m et ers f o ll owi n g a si n gl e s u b c ut a n e o us 
( S C) a d mi nistr ati o n of t e z e p el u m a b   
i n c hil dr e n wit h mil d, m o d er at e, or s e v er e 
ast h m a

 M a xi m u m c o n c e ntr ati o n ( C m a x )

 Ti m e t o C m a x (tm a x ) 

 Ar e a u n d er t h e c o n c e ntr ati o n -ti m e c ur ve 
( A U C)

 T er mi n al p h as e eli mi n at i on h alf -lif e 
(t1/ 2 )

 A p p ar e nt cl e ar a n c e ( C L/ F)

 A p p ar e nt st e a d y -st at e v olu m e of 
di stri b ut i on ( V s s/ F)

1. 1. 2 S e c o n d a r y O bj e cti v e

S e c o n d a r y o bj e cti v e: E n d p oi nts/ v a ri a bl es:

T o e v al u at e t h e i m m u n o g e ni cit y of 
t e z e p elu m a b

 Pr es e n c e of a n ti-dr u g a nt i b o di es ( A D A)

1. 1. 3 S af et y O bj e cti v e

S af et y o bj e cti v e: E n d p oi nts/ v a ri a bl es:

T o e v al u at e t h e s af et y a n d t ol er a bili t y 
f oll owi n g a si n gl e S C a d mi nistr ati o n of 
t e z e p elu m a b 

 A d v ers e e v e nts /s eri o us a d v ers e e v e nts

 Vi t al si g ns

 L a b or at or y  p ar a m et ers 

 El e ctr o c ar di o gr a m ( E C G)

C CI

C CI
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subjects who are screened for the purpose of determining eligibility for the study but are not 

assigned to treatment in the study, are considered ‘screen failures’.

2.1.2 Safety Analysis Set

The safety analysis set will consist of all subjects who receive at least one dose of 

tezepelumab.

Anti-drug antibodies, PD parameter summaries and safety presentations will be based on the 

safety analysis set.

2.1.3 Pharmacokinetic Analysis Set

The PK analysis set will include all subjects in the Safety Analysis set that have at least one 

detectable tezepelumab serum concentration from a sample collected post-dose that is 

assumed not to be affected by factors such as important protocol deviations (e.g., incorrect 

dose of study IP received).

Protocol deviations that occur during the study will be considered for their severity/impact on 

the analysis of PK data and will be taken into consideration when subjects are assigned to the 

PK analysis sets.

All PK summaries will be based on the PK analysis set.

2.2 Violations and Deviations

Important protocol deviations will be defined at subject level prior to database lock (DBL) and 

will be tabulated and listed. In addition, a listing of all COVID-19 related protocol deviations 

(important and non-important) will be provided. Screen failures will not be included in above 

listings.

Important protocol deviations are defined as PDs which may significantly affect the 

completeness, accuracy and/or reliability of the study data, or which may significantly affect a 

subject’s rights, safety or well-being. The definitions of each category of important protocol 

deviation will be fully specified in the Protocol Deviations Management Plan (PDMP) and 

will include (but may not be limited to): 

 subjects enrolled without fulfilling key entry criteria; 

 subjects who received prohibited or restricted concomitant medications during the study; 

 subjects who received the incorrect IP dose.

Important Protocol Deviations will not be a condition to exclude any subject from the safety 
analysis set, nor to exclude any data from subjects included in the safety analysis set.
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The exclusion of any subjects from the PK analysis set, or the exclusion of selected time-

points only from subjects in the PK analysis set from the calculation of the PK parameters 

and/or from the PK summary statistics will be documented by the PK Scientist including the 

reason(s) for exclusion. All exclusions will be reported in the data listings.

The available concentration data and PK parameter data for any subjects excluded from the 

PK analysis set will be listed only. Data excluded from subjects who are included in the PK 

analysis set will be excluded from summary statistics and will be listed only. However, in the 

event that no PK parameters can be calculated for a subject from the available data, there will 

not be any parameters included in a listing.

In the event that a PK sample is missing for a subject, the IQVIA Pharmacokineticist and 

sponsor will evaluate the PK samples collected (collection times only, not concentrations) for 

the subject and determine if enough samples were collected to report some or all of the 

protocol defined PK parameters. 

The following people, at a minimum, must review the sample collection times for subjects that 

miss one or more PK samples to determine if a replacement subject is needed:

 Sponsor Clinical Pharmacologist or PK Specialist,

 IQVIA Pharmacokineticist.

3 PRIMARY AND SECONDARY VARIABLES

3.1 General Principles

3.1.1 Baseline Definitions

Baseline is defined as the last valid non-missing result obtained on or prior to the date of 

dosing of tezepelumab.

If there is no result prior to dosing of tezepelumab, then the baseline value will not be imputed 

and will be set to missing. 

Absolute change from baseline is defined as the difference between the relevant post-baseline 

value and the baseline value. If either the post-baseline value or the baseline value is missing, 

then the absolute change from baseline will also be missing.

Unless specified otherwise, "change from baseline" is assumed to be the absolute change from 

baseline.
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3.1.2 Study Day

Study Day will be calculated from the date of tezepelumab dosing (Day 1) and will be used to 

derive start/stop day of assessments and events, with the exception of concentration-time data 

and derived PK parameters. 

If the date of the assessment/event is on or after the date of tezepelumab dosing, then: 

 Study Day = (date of assessment/event – date of tezepelumab dosing) + 1.

If the date of the assessment/event is prior to the date of tezepelumab dosing, then: 

 Study Day = (date of assessment/event – date of tezepelumab dosing).

3.1.3 Study Period

The following study periods are defined for analysis purposes:

 Screening period: starting on the date of obtaining informed consent/assent, and ending 
one day prior to IP administration. 

 On-study period (treatment and follow-up): starting on the date of IP administration and 
ending on the study completion or date of withdrawal from study.

3.1.4 Visit Windows

Summaries and analyses for which data are presented by study day (e.g. “Day 1”) will use the 

analysis visit windows to classify the data record, which is derived from the assessment date 

relative to the date of IP administration. Study Day is defined as specified in Section 3.1.2, 

unless specified otherwise.

Visit window is allowed only for the visits specified in Table 1.

Table 1 Visit windows allowed

Visit Target Day Visit Window

V4 Day 7 4-8

V5 Day 11 9-12

V6 Day 15 13-21

V7 Day 29 22-42

V8 Day 57 43-70

V9 Day 85 71-88

Nominal database visit numbers will not be used in any summary or analysis by visit.
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Any data collected at unscheduled or repeat visits will be listed and will be included in 

baseline definitions (see Section 3.1.1), and in any definitions of maximum value, minimum 

value or last value within the relevant study period.

Measurements collected from unscheduled visits, repeat assessments or early study 

discontinuation visits may also be considered in the analysis visit window. In the case of a 

missing value at a scheduled visit, which is 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 will be used.

If a subject has more than one non-missing value within the same visit window, the following 

rules will apply:

 The non-missing value closest to the target day will be selected for analysis at that visit,

 If two non-missing values are the same distance from the target day, the earlier of the two 
values will be selected for analysis at that visit,

 If two non-missing values are recorded on the same day and have a different assessment 
time associated with both of them, the value with the earliest assessment time will be 
selected for analysis at that visit,

 If two non-missing values (for continuous variables) are 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 two values will be selected for 
analysis at that visit. For categorical variables in this situation, the worst case will be 
used.

If a subject has no value within a particular visit window, then the subject will have a missing 
value on that CSP scheduled study day in summaries and analysis.

3.1.5 Prior and concomitant medications

Medications or therapies will be classified per the World Health Organization (WHO) Drug 

Reference List dictionary which employs the Anatomical Therapeutic Chemical (ATC) 

classification system. 

A medication will be regarded as prior if it was stopped on or before the IP dose date 

(medication stop date ≤ IP dose date). 

A medication will be regarded as concomitant if the start date is on or after the IP dose date, 

but prior to the end of study period (IP dose date ≤ medication start date ≤ study completion or 

withdrawal date), or if it started on or prior to the IP dose date and was ongoing after the IP 

dose date.

The handling of partial/missing dates for prior/concomitant medications is detailed in

Appendix A.
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3.2 Primary Endpoints – Pharmacokinetic Parameters

The following PK parameters will be derived as primary endpoints:

 AUC0-inf Area under the concentration-time curve from time zero (predose) 

extrapolated to infinity calculated by linear up/log down trapezoidal 

summation and extrapolated to infinity by the addition of the last 

quantifiable concentration divided by the terminal rate constant

 AUC0-last Area under the concentration-time curve from time zero (predose) to 

the last measurable concentration calculated by linear up/log down 

trapezoidal summation

 Cmax Maximum observed serum concentration

 tmax Time to achieve maximum observed serum concentration

 t1/2 Terminal phase elimination half-life, calculated as ln(2)/λZ where λZ is 

the first-order rate constant associated with the terminal (log-linear) 

elimination phase

 CL/F Apparent clearance, estimated as dose divided by AUC0-inf

 Vss/F Apparent steady-state volume of distribution, estimated as CL/F*MRT, 

where MRT=(AUMC0-inf)/(AUC0-inf).

In addition, the following PK parameter will be derived:

 Vz/F: Apparent volume of distribution (based on terminal phase), estimated as  

CL/F*1/ λZ.

3.3 Secondary Endpoint – Immunogenicity

The presence or absence of ADA to tezepelumab will be determined from the blood samples 

collected for immunogenicity testing. A tiered testing scheme will be employed, with the first 

step being screening. Samples found putative positive in the screening step will be tested in 

the confirmatory step. Samples confirmed positive for ADA in the confirmatory step will 

undergo titre determination. Samples confirmed positive for ADA will be archived for

possible testing for neutralising antibodies (nAb). A patient is defined as being ADA-positive 

if a positive ADA result is available at any time, including baseline and all post-baseline 

measurements; otherwise ADA negative.
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3.4 Safety Endpoints

Safety and tolerability will be assessed in terms of AEs (including SAEs), laboratory data, 

vital signs, and ECGs.

3.4.1 Adverse Events

Adverse events (including SAEs) experienced by any subject at any time during the entire 

study will be coded using the latest version of the Medical Dictionary for Regulatory 

Activities (MedDRA) at the time of database lock. 

Adverse events will be categorised for analysis according to their onset date into the following 

study periods described in Section 3.1.3:

 AEs occurring during the screening period: date of informed consent ≤ AE onset date 
< date of dose of IP,

 AEs occurring during the on-study period: date of dose of IP ≤ AE onset date ≤ date of 
study completion or date of withdrawal from study.

If the AE has a completely missing (and unresolvable) onset date, then the AE will be 

considered an on-study event, unless the end date indicates unambiguously that the AE 

resolved before treatment started. If the AE has a partially missing (and unresolvable) onset 

date, then the AE will also be considered an on-study event, unless either the end date 

indicates unambiguously that the AE resolved before treatment started, or the imputed partial 

onset date is prior to start of treatment.

The handling of partial/missing dates for AEs is detailed in Appendix A.

Adverse Events of Special Interest

Certain preferred terms, groups of preferred terms, or standardised MedDRA queries (SMQs) 

are being identified as being of special scientific and medical interest towards improving the 

understanding of tezepelumab. The list of terms used to identify adverse events of special 

interest (AESIs) may be updated on an ongoing basis as new safety data are accumulated.

The protocol specifies Adverse Events of Special Interest (AESIs) as those which merit 

special attention in this trial, and for which derivation details (for those derived from the 

eCRF), or a statement when the derivation needs to be referenced externally to the SAP (for 

those derived from MedDRA dictionary terms), are given in Appendix B.

3.4.2 Clinical Laboratory

Samples for determination of clinical chemistry, haematology, virology and urinalysis will be 

taken at the times detailed in Table 1 of the CSP and assessed in a central laboratory. The 
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parameters outlined in Table 9 of the CSP will be measured and reported in standard 

international (SI) units.

There will be no imputation for missing values. For values recorded with a leading greater 

than or less than (‘>’, ‘<’) symbol, the reported numeric value will be used for analysis and 

the value with the symbol will be included in the listings, unless otherwise specified. For 

example, a value of <0.01 will be analysed as 0.01 and listed as <0.01.

Urinalysis data will be categorised as negative (0) or positive (+) at each visit.

The investigator will assess the available lab results with regards to clinically relevant 

abnormalities. Absolute values will be compared to the relevant reference range and classified 

as low (below range), normal (within range or on limits) or high (above range). The central 

laboratory reference ranges that will be used will follow the most recent version of the AZ 

standard reference ranges and unit conversion external data. All absolute values falling outside 

the AZ provided reference ranges will be flagged in the listings. These classifications will also 

be used for shift tables.

For the purpose of shift tables, baseline will be defined as specified in Section 3.1.1. 

Maximum or minimum value post-baseline will be calculated over the entire post-baseline 

period.

For the liver function tests: aspartate aminotransferase (AST), alanine aminotransferase 

(ALT), alkaline phosphatase (ALP) and total bilirubin (TBL), the multiple of the central 

laboratory upper limit of the normal (ULN) range will be calculated for each data point:

Multiple = Value / ULN,

i.e. if the ALT value was 72 and the ULN 36, then the multiple would be 2.

3.4.3 Vital Signs

Vital signs (systolic blood pressure, diastolic blood pressure, pulse rate, weight, height, Body 

mass index (BMI), respiratory rate and body temperature) will be assessed. 

Vital sign results will be compared to the given reference ranges (Table 2) and classified as 

low (below range), normal (within range or on limits) or high (above range). All results falling 

outside the reference ranges will be flagged in the listings. The investigator will assess the 

results with regards to clinically relevant abnormalities. In addition, changes in vital signs

between baseline and each subsequent scheduled assessment will be calculated. 
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T a bl e 2 Vit al Si g ns R ef e r e n c e R a n g es f o r A g e 5 - 1 1 Y e a rs

P ar a m et er St a n d ar d U nits L o w er Li mit U p p er Li mit

Di a st oli c Bl o o d Pr e s s ur e m m H g 5 7 8 0

S y st oli c Bl o o d Pr ess ur e m m H g 9 7 1 2 0

P ul s e R at e b p m 7 0 1 1 0

R es pir at or y  R at e br e at hs/ mi n 2 0 3 0

B o d y  T e mp er at ur e ˚ C 3 5. 5 3 7. 5

W ei g ht k g 1 5 N A

3. 4. 4 El e ct r o c a r di o g r a ms

A 1 2 -l ea d E C G will b e p erf or m e d at ti m eli n es as s p e cifi e d i n T a bl e 1 of t h e C S P, usi n g l o c al 

sit e e q uip m e nt aft er at l e ast 5 mi n ut es of r est f or t h e s u bj e ct i n a q ui et s etti n g wit h o ut 

di str a ctio ns.

T h e o ut c o m e o f t he i n v est i g at or’s o v er all E C G e v al u ati on will b e r e c or d e d as 

n or m al / a b n or mal i n t h e C R F a n d wit h a n y  a b n or m alities r e c or d e d as n ot cli ni c all y  si g nifi c a nt 

or cli ni c all y si g nifi c a nt.

C CI
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4. 1 G e n e r al P ri n ci pl es

T h e a n al ys es will b e p erf or m e d b y  I Q VI A usi n g t h e S A S ® ( St atisti c al A n al ysis S oft w ar e; 

S A S I nst itut e, I n c., C ar y , N ort h C ar oli n a) st atisti c al s oft w ar e s yst e m v ersi o n 9. 4 or hi g h er. All 

a n al ys es will b e p erf or m e d a c c or di n g t o A Z st a n d ar d o p er ati n g pr o c e d ur es u nl ess ot h er wis e 

st at e d h er ei n .

C CI
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After the last subject has completed their Visit 9, the database for the study will be locked and 

the data will be reported in a CSR.

All individual data as recorded in the final study database, after the last subject has completed 

their Visit 9, will be provided by IQVIA Data Management.

No formal statistical hypothesis tests will be made. Data will be provided in data listings 

sorted by subject number. Tabular summaries will be presented. 

For qualitative variables and categorical data, the population size (N), number of patients with 

available data (n) , and the percentage (of available data) for each class of the variable will be 

presented. Percentages will be rounded to 1 decimal place.

Quantitative data, including PK data, will be summarised using descriptive statistics, 

including N, n, mean, standard deviation (SD), 1st quartile (Q1), median, 3rd quartile (Q3), 

minimum (min), and maximum (max), unless stated otherwise. 

Additionally, coefficient of variation (CV%), geometric mean, geometric SD, and geometric 

coefficient of variation (GCV%) will be reported for PK concentrations and parameters, 

except tmax which will be summarized using n, median, min and max. These results will be 

presented in tables and figures as applicable.

Geometric mean is calculated as exp[μ], where μ is the mean of log-transformed data.

GCV% is calculated as 100 �[exp(��) − 1], where s is the SD of log-transformed data.

For non-PK data the mean, median, and first and third quartiles (where applicable) will be 

presented with one more decimal place than the raw data, the SD will be presented with two 

more decimal places than the raw data, and min and max values will have the same number of 

decimal places as the raw data. 

For all serum concentrations and PK parameters for tezepelumab, data and descriptive 

statistics will be presented in summary tables and by-subject listings as described in Table 3, 

but the calculation of summary statistics will be performed using unrounded data.

Table 3 Conventions for Reporting of Pharmacokinetic Data
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V a ri a bl e/ 
P a r a m et e r

D at a i n 
Listi n gs

R e p o rti n g i n S u m m a r y T a bl es

G e o m et ri c 
M e a n

M e a n, S D, M e di a n Mi n, M a x C V %, 
G C V %

S e r u m 
c o n c e nt r ati o ns

A R, u p t o 4 
d p

A R + 1, u p t o 
4 d p

A R + 1, u p t o 4 d p A R, u p t o 4 
d p  ( a)

1 d p

A U C 0- i nf 3sf 3sf 3sf 3sf 3sf

A U C 0- l ast 3sf 3sf 3sf 3sf 3sf

C m a x 3 sf 3sf 3sf 3sf 3sf

tm a x 2 d p N A M e di a n 2 d p 2 d p N A

t1/ 2 3sf 3sf 3sf 3sf 3sf

C L/ F 3sf 3sf 3sf 3sf 3sf

V ss/ F 3sf 3sf 3sf 3sf 3sf

V z/ F 3sf 3sf 3sf 3sf 3sf

λ Z 4sf 4sf 4sf 4sf 4sf

N A N ot a p pli c a bl e; sf Si g nifi c a nt fi g ur es; d p D e ci m al pl a c es; A R As R e p ort e d
( a) A R e x c e pt i n t h e s c e n ari o w h er e ½ L L O Q is t h e mi n; r ef er t o S e cti o n  4. 2. 4. 2 .
( b) S er u m c o n c e ntr ati o ns will b e c o n v ert e d t o µ g/ m L f or t h e listi n gs a n d s u m m ar y st atisti cs.
( c) Ti m e v ari a bl es will b e c o n v ert e d t o d a ys.

T h e tr e at m e nt will b e l a b ell e d i n t h e r el e v a nt P K, P D, a n d s af et y s u m m ari es a n d d at a list i n gs 

as “ T e z e p el u m a b   S C ”.

4. 2 A n al y si s M et h o d s

4. 2. 1 D e m o g r a p hi cs a n d B as eli n e C h a r a ct e risti cs

4. 2. 1. 1 S u bj e ct Dis p ositi o n

S u bj e ct dis p osit i on will b e s u m m aris e d usi n g all e nr o ll e d s u bj e cts ( e nr oll e d a n al ysis s et). 

P er c e nt a g es will b e c al c ul at e d b as e d o n t h e n u m b er of s u bj e cts assi g n e d t o tr e at m e nt.

T h e n u m b er of s u bj e cts e nr o ll e d, a n d t h e n u m b er a n d p er c e nt a g e of s u bj e cts r e c ei v e d st u d y 

tr e at me nt, di d n ot r e c ei v e st u d y  tr e at me nt, c o m pl et e d st u d y , a n d pr e m at ur el y with dr a w n fr o m 

st u d y (i n clu di n g r e as o n) will b e pr es e nt e d. St u d y  dis c o nti n u ati on r e as o ns ar e d et ail e d i n C S P 

S e cti o n 7. 2. T h e n u m b er of s u bj e cts wit h dr a wi n g fr o m st u d y  d u e t o p a n d e mi c or ot h er gl o b al 

c o u ntr y  sit u atio ns will b e s u m m aris e d as w ell. R e as o ns f or pr e m at ur el y  wit hdr a wi n g fr om 

st u d y will als o b e list e d.

A listi n g of all s u bj e cts i m p a ct e d b y p a n d e mi c or ot h er gl o b al c o u ntr y sit u ati ons di sr u pt i ons 

will b e pr o d u c e d wit h d et ails of c h a n g e d or miss e d visits.

T h e n u m b er a n d p er c e nt a g e of s u bj e cts i n cl u d e d a n d e x cl u d e d fr o m e a c h a n al ysis s et will b e 

s u m m aris e d, i n cl u di n g t h e r e as o n f or e x cl usi o n fr o m e a c h a n al ysis s et. I m p ort a nt pr ot o c ol 

C CI
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d e vi at i ons will als o b e pr o vi d e d i n a s e p ar at e t a bl e a n d list e d f or t h e s af et y a n al ysis s et. I n 

a d di tio n, a list i n g of all C O VI D-1 9 r el at e d pr ot o c ol d e vi ati o ns (i m p ort a nt a n d n o n -i m p ort a nt)

will b e pr o vi d e d.

4. 2. 1. 2 D e m o g r a p hi cs a n d Ot h e r B as eli n e C h a r a ct e risti cs

D e m o gr a p hi cs a n d s u bj e ct c h ar a ct erist i cs will b e s u m m aris e d usi n g fr e q u e n ci es a n d 

p er c e nt a g es (f or c at e g ori c al v ari a bl es s e x, r a c e a n d et h ni c gr o u p) a n d d es cri pt i v e st atisti cs (f or 

c o nti n u o us v ari a bl es a g e, h ei g ht, w ei g ht a n d B MI) usi n g b ot h t h e P K a n d s af et y a n al ysis s et.

V ari o us b as eli n e c h ar a ct eristi cs will als o b e s u m m aris e d f or all s u bj e cts i n t h e s af et y a n al ysis 

s et. T h es e i n cl u d e r el e v a nt m e di c al a n d s ur gi c al hist ori es, s pir o m etr y  lu n g f u n ct i on d at a at 

s cr e e ni n g s u c h as  at b as eli n e, a n d r es pir at or y 

di s e as e c h ar a ct erist i cs i n cl u di n g ast h m a d ur ati o n, a g e at o ns et of ast h m a, t h e n u m b er of 

e x a c er b ati o ns i n t h e pr e vi o us 6 m o nt hs, a n d t h e n u m b er of e x a c er b at i ons r e q uiri n g 

h o s pi t alis ati ons i n t h e pr e vi o us 6 m o nt hs.

R el e v a nt m e di c al a n d s ur gi c al hist ori es will b e s u m m ari z e d b y M e d D R A Pr ef err e d T er m ( P T) 

wi t hi n t h e S yst e m Or g a n Cl ass ( S O C) l e v el of M e d D R A.

4. 2. 2 P ri o r a n d C o n c o mit a nt M e di c ati o ns

T h e n u m b er a n d p er c e nt a g e of s u bj e cts t a ki n g m ai nt e n a n c e ast h m a m e di c ati o ns s u c h as I C S/ 

l on g a ct i n g b et a a g o nist ( L A B A) fi x e d d os e c o m bi n ati ons, at b as eli n e will b e s u m m aris e d. F or 

t hos e s u bj e cts t a ki n g I C S at b as eli n e t h e c o n v ert e d d os e u nits will als o b e s u m m aris e d. T h e 

d et ails c o n c er ni n g d os e c o n v ersi o ns f or I C S ar e pr o vi d e d i n t h e A p p e n di x H of t h e C S P. T h e 

n u m b er of s u bj e cts tr e at e d wit h I C S at b as eli n e will b e s u m m aris e d b y A T C c o d e a n d 

pr ef err e d t er m, wit h t ot al d ail y d o s e ( n o n -c o n v ert e d) at b as eli n e s u m m aris e d f or e a c h 

pr ef err e d t er m. 

Di s allo w e d m e di c ati o n s will i n cl u d e m e di c ati o ns d efi n e d as pr o hi bit e d a c c or di n g t o S e cti o n 

6. 5. 2 of t h e C S P. T h e y  will b e d efi n e d f oll owi n g a p h ysi ci a n r e vi e w ( pri or t o d at a b as e l o c k) of 

t he u ni q u e c o m bi n at i ons of A n at o mi c al T h er a p e uti c C h e mi c al ( A T C) c o d e cl assifi c at i ons a n d 

g e n eri c t er ms c a pt ur e d.

S e p ar at e t a bl es will b e pr es e nt e d f or all all o w e d a n d dis all o w e d m e di c at i ons r e c ei v e d d uri n g 

e a c h of t h e f o ll owi n g st u d y  p erio ds: s cr e e ni n g p e rio d a n d o n -st u d y p erio d r es p e cti v el y.

Pri or a n d c o n c o mit a nt m e di c at i ons will b e list e d f or t h e s af et y a n al ysis s et, i n cl u di n g all o w e d 

a n d dis all o w e d m e di c at i ons. 

4. 2. 3 E x p os u r e t o I n v esti g ati o n al P r o d u ct

T h e n u m b er a n d p er c e nt a g e of s u bj e cts w h o r e c ei v e d I P wi ll b e s u m m aris e d. E x p os ur e d at a 

will b e s u m m aris e d a n d list e d f or t h e s af et y a n al ysis s et.

C CI
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4.2.4 Pharmacokinetics

All PK analyses will be based on the PK analysis set.

4.2.4.1 Handling of Missed PK Sample Collections 

Data from subjects that have missing PK sample(s) will be included in concentration-time 

listings, individual PK profile plots and associated summary statistics. Available PK 

parameters will be included in the PK parameter listing and associated summary statistics.

4.2.4.2 Serum Concentration Data

All tezepelumab serum concentration data received will be listed by subject, and summaries 

will be presented by nominal time in days (calculated as Study Day minus 1), for subjects 

included in the PK analysis set. A listing of PK blood sample collection times as well as 

derived sampling time deviations will be provided. The individual serum tezepelumab 

concentrations will be plotted versus actual elapsed time of PK sampling relative to dosing 

time in days; the geometric mean (together with confidence intervals derived as geometric 

mean multiplied or divided by geometric SD) of serum tezepelumab concentrations will be 

plotted versus nominal time; the y-axis will be presented on both a linear and a log-scale.  

Serum concentrations below the lower limit of quantification (LLOQ) will be handled as 

follows for descriptive statistics:

 At a time point where 50% or less of the values are below the LLOQ (BLQ), all BLQ 
values will be set to ½ LLOQ, and all descriptive statistics will be calculated.  The 
maximum value will be reported from the individual data, and the minimum will be 
reported as ½ LLOQ.  

 At a time point where more than 50%, but not all, of the values are BLQ, the mean, SD, 
geometric mean, and CV% will be reported as ‘Not Determined’ (ND). The maximum 
value will be reported from the individual data, and the minimum and median will be 
reported as BLQ.  

 If all the concentrations are BLQ, the geometric mean and mean, and the minimum, 
median, and maximum will be reported as BLQ, and the SD, CV%, and GCV% as ND.

 The number of BLQ values (n below LLOQ) will be reported for each time point.

4.2.4.3 Pharmacokinetic Parameters

Any BLQ concentrations will be assigned a value of zero if they precede quantifiable samples 

in the initial portion of the profile. BLQ values that occur at any other time points are treated 

as missing and excluded from the PK analysis for the calculation of PK parameters.  

If two or more consecutive BLQ concentrations are followed by quantifiable concentrations in 

the terminal portion of the concentration curve, these quantifiable values will be excluded 
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from the PK analysis for the calculation of PK parameters, unless otherwise warranted by the 

concentration-time profile.   

The following PK parameters will be estimated, if appropriate, using noncompartmental 

analysis method performed using WinNonlin® version 8.0 or higher. The actual elapsed 

sampling times will be used in the final PK parameter calculations. A minimum of 3 

quantifiable concentration-time data points will be required for calculation of PK parameters. 

The following PK parameters, as appropriate based on the data, will be listed by subject and 

summarised using descriptive statistics:

 AUC0-inf,

 AUC0-last,

 Cmax,

 tmax,

 t1/2,

 CL/F,

 Vss/F,

 VZ/F.

The following PK parameters will be calculated for diagnostic purposes and listed but not 

summarised:

 λZ, N Number of data points included in the log-linear regression analysis to 
determine λZ. A minimum of 3 data points will be used for determination.

 Rsq Goodness of fit statistic for calculation of λZ. If the Rsq is <0.800, then λZ

and related parameters will be flagged.

 Tlast Time of the last postdose quantifiable serum concentration.

 %AUCex Percentage of AUC0-inf obtained by extrapolation, calculated as 
[(Clast/λZ)/AUC0-inf*100]. If the %AUCex is greater than 30.0% of AUC0-inf, 
then AUC0-inf and related parameters will be flagged.

Note: parameters will be included in summary statistics unless they are deemed necessary to 

exclude due to protocol deviations. The PK data obtained in this study may be included in a 

population PK analysis, as appropriate, to assess any PK differences between children aged 

≥ 5 to 11 years and adults/adolescents, and guide dosing for future studies of tezepelumab in 

paediatric subjects. If conducted, this analysis will be reported separately from the CSR.

Day 29 PK analysis results will be evaluated after last subject has completed their visit on Day 

29 (Visit 7) to confirm the dose of tezepelumab selected for future safety and efficacy study in 

5 to <12 years old children.
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4.2.5 Immunogenicity

All listings and summaries of ADA results will be based on the safety analysis set. 

Immunogenicity of tezepelumab (ADA) results will be listed by subjects with any positive 

ADA result at any time first, followed by subjects with no positive ADA result by scheduled 

visit. The corresponding titre summaries (e.g. 1st quartile, median, 3rd quartile) of each ADA 

category will be provided, and will be based on the maximum titre of all positive samples for 

each subject.

The ADA status across the study for each subject will also be classified and listed as per the 

following categories:

 Subjects who are ADA positive at any time including baseline and/or post-baseline (ADA 
prevalence). 

 Subjects who are ADA positive at baseline only.

 Subjects who are ADA positive at baseline and positive in at least one post baseline 
measurement.

 Subjects who are ADA positive at baseline regardless of post-baseline result.

 Subjects who are ADA positive post-baseline.

 Subjects who are ADA positive post-baseline and ADA negative at baseline (treatment 
induced ADA positive)

 Subjects who are treatment boosted ADA positive, defined as baseline positive ADA titre 
that was boosted to a 4 fold or higher level following IP administration

 Subjects who are treatment emergent ADA (TE-ADA) positive (ADA incidence): defined 
as either treatment induced ADA positive or treatment boosted ADA positive.

4.2.5.1 Potential effects of ADA on PK

The impact of ADA on PK will be explored using the PK analysis set.

The impact of ADA on PK will be explored by comparing individual serum tezepelumab 

concentration time profiles in ADA positive (any time) and ADA negative subjects. 

4.2.5.2 Potential effects of ADA on Safety

Impact of ADA on AEs may be evaluated as appropriate.

4.2.6 Safety

All safety and tolerability variables will be summarised and evaluated descriptively using the 

safety analysis set. Out-of-range values for safety laboratory and vital signs (based on 

paediatric reference values provided in Table 2 of SAP) will be flagged in individual listings.

Safety data will be reported using the safety analysis set. Safety data will be presented using 

descriptive statistics unless otherwise specified.
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4.2.6.1 Adverse Events

All AEs experienced by the subjects will be collected throughout the study, as per CSP 

Table 1, and will be coded by IQVIA using the latest version of MedDRA at the time of 

database lock.

Adverse events and SAEs will be categorised for analysis according to their onset date into 

occurring during the screening period or the on-study period. Adverse events occurring during 

the screening period will only be presented in the subject listing. Adverse events occurring 

during the on-study period will be summarised and listed as follows:

An overall summary table will be produced showing the number and percentage of subjects 

with at least one AE in each of the following categories: any AEs, SAEs, AEs with outcome 

of death, and AEs leading to withdrawal from study. The total number of AEs in the different 

AE categories in terms of AE counts will also be presented (i.e. accounting for multiple 

occurrences of the same event in a subject).

Adverse events, SAEs, AEs with outcome of death, AESIs and AEs leading to withdrawal 

from study will be summarised by SOC and PT assigned to the event using the MedDRA 

dictionary by descending frequency order. For each PT, the number and percentage of subjects 

reporting at least one occurrence of the event will be presented (i.e. subjects with multiple 

occurrences of the same PT will only be counted once). 

Adverse events and SAEs will be summarized by PT and Investigator’s causality assessment 

(related versus not related) and maximum intensity. If a subject reports multiple occurrence of 

the same AE within the same reported period, the maximum intensity will be taken as the 

highest recorded maximum intensity (the order being severe, moderate, and mild).

Separate listings of subjects with AEs, SAEs, AEs with outcome of death and AEs leading to 

withdrawal from study will be presented.

4.2.6.2 Clinical Laboratory

All continuous laboratory parameters will be summarised descriptively by absolute value by 

each planned visit, together with the corresponding changes from baseline using the safety 

analysis set. These summaries will be produced for baseline and all scheduled post-baseline 

visits. All variables will be summarised in SI units.

Central laboratory normal reference ranges will be used for the identification of abnormalities. 

A shift table will be produced for each laboratory variable to display low, normal, and high 

values. The shift tables will present baseline and maximum/minimum post-baseline values for 

each variable.
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In order to identify potential Hy’s Law cases, maximum post-baseline TBL will be presented 

(<2 and ≥2xULN) against maximum post-baseline ALT (<3, ≥3 - <5, ≥5-<10, and ≥10 x 

ULN), expressed as multiples of ULN. This will be repeated to show maximum post-baseline 

TBL against maximum post-baseline AST. Maximum post-baseline TBL will also be plotted

separately against both maximum post-baseline ALT and AST, expressed as multiples of

ULN. These plots will be produced on a log scale, with reference lines included at 2xULN for 

TBL, and at 3xULN for both ALT and AST. These plots will be produced using all data for 

the on-study period.

For all subjects who meet the biochemical criteria for Hy’s Law (potential Hy’s Law cases), 

the relevant laboratory variables will be tabulated showing all visits for these subjects. 

Subjects with elevated ALT or AST in addition to elevated TBL at any time may be explored 

further graphically using individual subject profile plots.

A shift table will also be provided for each urinalysis qualitative assessment using the number 

and percentage of subjects with baseline results of negative or positive versus the maximum 

post-baseline result of negative or positive.

Any data outside the laboratory reference ranges will be flagged and explicitly noted on the 

listings that are produced.

A listing of all subjects tested for COVID-19 and including test results will be provided.

4.2.6.3 Vital Signs

All vital signs variables, including systolic blood pressure, diastolic blood pressure, pulse rate, 

weight, height, body mass index (BMI), respiratory rate and body temperature, will be 

summarized by absolute value at each visit using the safety analysis set, together with the 

corresponding changes from baseline. These summaries will be produced for baseline and all 

scheduled post-baseline visits. 

The normal reference ranges listed in Table 2 will be used for the identification of individual 

abnormalities. A shift table will be produced for each vital sign variable (Diastolic Blood 

Pressure, Systolic Blood Pressure, Pulse Rate, Respiratory Rate, Body Temperature) to 

display low, normal, and high values. The shift tables will present baseline and 

maximum/minimum post-baseline values for each variable. Additionally, the incidence of 

clinically notable vital signs abnormalities, as judged by the investigator, will be summarised.

All recorded vital signs data will be listed.
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Appendix A Handling Incomplete Dates for Adverse Events and 
Medications

Dates missing the day or both the day and month of the year will adhere to the following 

conventions in order to classify on-study AEs and to classify prior and concomitant 

medications.

In general, listings will present the actual partial or missing values rather than the imputed 

values that may be used in derivation. In instances where imputed values will be presented, 

impute values will be flagged.

Adverse Events

 The missing day of onset of an AE will be set to:

 First day of the month that the event occurred, if the onset YYYY-MM is after the 

YYYY-MM of IP dosing

 The day of IP dosing, if the onset YYYY-MM is the same as YYYY-MM of IP 

dosing

 The date of informed consent, if the onset YYYY-MM is before the YYYY-MM of 

IP dosing.

 The missing day of resolution of an AE will be set to:

 The last day of the month of the occurrence. If the subject died in the same month, 

then set the imputed date as the death date.

 If the onset date of an AE is missing both the day and month, the onset date will be set to:

 January 1 of the year of onset, if the onset year is after the year of IP dosing.

 The date of IP dosing, if the onset year is the same as the year of IP dosing.

 The date of informed consent, if the onset year is before the year of IP dosing.

 If the resolution date of an AE is missing both the day and month, the date will be set to:

 December 31 of the year of occurrence. If the subject died in the same year, then set 

the imputed date as the death date.

Prior/concomitant medication

Dates missing the day or both the day and month of the year will adhere to the following 

conventions in order to classify prior/concomitant medications:

 The missing day of start date of a therapy will be set to the first day of the month of the 
occurrence.

 The missing day of end date of a therapy will be set to the last day of the month of the 
occurrence.
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 If the start date of a therapy is missing both the day and month, the onset date will be set 
to January 1 of the year of occurrence.

 If the end date of a therapy is missing both the day and month, the date will be set to 
December 31 of the year of occurrence.

 If the start date of a therapy is null and the end date is not a complete date, then the start 
date will be set to the date of the first study visit.

 If the start date of a therapy is null and the end date is a complete date:

 and the end date is after the date of the first study visit then the start date will be set 

to the date of the first study visit.

 otherwise the start date will be set to the end date of the therapy.

 If the end date of a therapy is null and the start date is not a complete date, then the end 
date will be set to the date of the last study visit.

 If the end date of a therapy is null and the start date is a complete date:

 and the start date is prior to the date of the last study visit then the end date will be set 

to the date of the last study visit.

 otherwise, the end date will be set to the start date of the therapy.
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Appendix B Preferred Terms for Adverse Events of Special Interest

Anaphylactic reactions

Potential anaphylactic reactions will be defined on the basis of Sampson’s criteria (see 

Sampson et al., 2006). These will be identified using a modified Standardized MedDRA 

Query (SMQ), with additional constraints on the timing of the AE onset date relative to the 

timing of the injection.

Confirmed anaphylactic reactions will be those defined following medical review of the 

preferred terms identified as potential anaphylactic reactions, as well as any relevant 

supporting data.

AESIs and related definitions based on MedDRA terms are not included in this SAP to 

facilitate their maintenance (e.g. management of MedDRA version changes), and for 

convenience in using them directly in SAS programming. These detailed definitions will be 

finalised by the study team prior to the primary database lock and provided together with the 

study datasets at the time of submission.

Immune complex disease (Type III hypersensitivity reactions)

Immune complex disease will be defined using a single PT of “Type III immune complex 

mediated reaction”. Since this will already be covered by the general AE reporting by 

SOC/PT, separate summary tables will not be needed for this AESI. 

Malignancy

Malignancy will be defined on the basis of an SMQ.

AESIs and related definitions based on MedDRA terms are not included in this SAP to 

facilitate their maintenance (e.g. management of MedDRA version changes), and for 

convenience in using them directly in SAS programming. These detailed definitions will be 

finalised by the study team prior to the primary database lock and provided together with the 

study datasets at the time of submission.

Helminth infections

Helminth infection will use an investigator-driven definition, i.e. will be directly determined 

from what is entered on the eCRF.

A subject will be considered to have this AESI if the subject has at least one preferred term 

where the dedicated Helminth Infection eCRF page was also completed for that event (linked 

by AE number), with AE onset date during the relevant study period for analysis.
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Severe infections (as defined in the protocol)

Severe infections will use an investigator-driven definition, i.e. will be directly determined 

from what is entered on the eCRF.

A subject will be considered to have this AESI if the subject has at least one preferred term 

with AE onset date during the relevant study period for analysis, which satisfies the following:

 “AE Category” on Adverse Events eCRF page marked as “Severe Infection”, and one or 
more of the following:

 AE is serious (“Serious” on Adverse Events eCRF page marked as “Yes”), or

 AE required treatment with systemic antiviral medications, intravenous antibiotics or 

medications for Helminth parasitic infection.

Injection site reactions

Injection site reactions will use an investigator-driven definition, i.e. will be directly 

determined from what is entered on the eCRF.

A subject will be considered to have this AESI if the subject has at least one preferred term 

with AE onset date during the relevant study period for analysis, which has “AE category” on 

the Adverse Events eCRF page marked as “Injection Site Reaction”.

Opportunistic infections

Opportunistic infections will be defined using a pre-specified list of preferred terms (AZ 

defined SMQ).

AESIs and related definitions based on MedDRA terms are not included in this SAP to 

facilitate their maintenance (e.g. management of MedDRA version changes), and for 

convenience in using them directly in SAS programming. These detailed definitions will be 

finalised by the study team prior to the primary database lock and provided together with the 

study datasets at the time of submission.

Guillain-Barre syndrome

Guillain-Barre syndrome will be defined using an SMQ.

AESIs and related definitions based on MedDRA terms are not included in this SAP to 

facilitate their maintenance (e.g. management of MedDRA version changes), and for 

convenience in using them directly in SAS programming. These detailed definitions will be 

finalised by the study team prior to the primary database lock and provided together with the 

study datasets at the time of submission.
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