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LIST OF ABBREVIATIONS

List abbreviations and definitions of specialized or unusual terms, measurements, or units.

Abbreviation or

Definiti
Specialized Term efinition

Anti-drug antibody

A Adverse event

Adverse event of special interest

AL Alkaline phosphatase

ALT Alanine aminotransferase

ANA Antinuclear antibody

AR(1) 1°i¢rder autoregressive

AST spartateg@iginotransferase

ATC Ana "u erapeutic chemical

BICLA British @ pus Assessment Group-based Composite Lupus Assessment
BILAG British Isles Jfupus Asse

BLQ Below the limit of g

BMI Body mass index

BP Blood pressure

C3 Third component of complensen

C4 Fourth component of compleme L 4
CDL Clinical Database Lock

CH50 Total hemolytic complement

CI Confidence interval

CLASI Cutaneous Lupus Erythematosus Disease Area and
CLE Cutaneous Lupus Erythematosus

cm Centimeter

CMH Cochran-Mantel-Haenszel

CNS Central nervous system

COVID-19 Coronavirus disease-19

CRF Case report form (electronic/paper)

CS Compound symmetry

C-SSRS Columbia suicide severity rating scale

CSP Clinical study protocol

CSR Clinical study report

CTMS Clinical trial management system
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Speciaized Torm | Pemiton
Ccv Coefficient variation
DACRT Disease Activity Central Review Team
DBP Diastolic blood pressure
& Deoxyribonucleic acid
A Double stranded deoxyribonucleic acid
Exposure-adjusted incident rate
E Electrocardiogram
EDV Early discontinuation visit
EQ-5D-5L EuroQoL 5 dimensions
FAS alysis set
GGT
ICF
ICU
IFN
M Intramuscular
INR International no ze
1P Investigational product
IPD Important protocol deviati
v Intravenous
kg Kilogram
LLDAS Lupus Low Disease Activity State
LLOQ Lower limit of quantitation
LOCF Last observation carried forward
m Meter
MACE Major adverse cardiovascular event
MAR Missing at random
MedDRA Medical Dictionary for Regulatory Activities
mITT Modified intention-to-treat
mmHg Millimeters of mercury
nAb Neutralizing antibodies
NR Non-response or non-responder
NSAIDs Nonsteroidal anti-inflammatory drugs
OCS Oral corticosteroids
PD Pharmacodynamic
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Abbreviation or
Specialized Term

Definition

PD Plan

Protocol deviation plan

AstraZeneca
16-May-2025

PEOT Premature end of treatment
PGA Physician’s Global Assessment
Pharmacokinetic(s)
Preferred Term
Every 4 weeks
Q Quality of life
RM Restricted medication use
SAE Serious adverse event
SAP iStical analysis plan
SBP stolic blgod pressure
SD Stan eviation
SDI Syste s International Collaborating Clinics/American College of
Rheum age Index
SI Intemationa@ ofnig
SLE Systemic lupus erygiie m
SLEDAI-2K Systemic Lupus Erythematosfts Disease Activity Index 2000
SOC System organ class
SRI(X) Systemic Lupus Erythematosu dex of >X
TELVC Treatment emergent laboratory/vital si nges
ULN Upper limit of the normal
VAS Visual analogue scale
WDS Withdraw from study
WHO-DD WHO Drug Dictionary
WPAI Work productivity and activity impairment
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CATEGORY
Change refers to:
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N/A

Description of change

In line with CSP?

Rationale

Initial draft SAP

Yes, version 1.0

N/A

Derivation of secondary endpoint(s)

Added text “compared to
baseline” in section 4.2.13.1.

Yes, version 3.0

To clarify the definition of
participants who achieve
Major Clinical Response.

dated that Week 56 is 8
gks after last dose and

up period” in section 4.6.6.1.
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Data presentation 05-Jan-2024 y ‘! < 12 weeks after Yes, version 3.0 To clarify the study periods.
last’dose in segfiQ 33.1.2.
To clarify the LOCF logic
. . . and the method of imputing
Primary endpoint(s) 05-Jan-2024 Yes, version 3.0 o . .
missing data using LOCF in
that LOCF records arg this stud
used in the repeated 4 v
measures models.
Added information for
. . . . . To clarify the definition of
Primary endpoint(s) 05-Jan-2024 SLEDAI-2K in section ersio SLEDAL2K scores.
4.1.6.1.
. Remove reference Appendix ) Removed as this Appendix
Data presentation 05-Jan-2024 U from the CSP. Yes, versi s not in the CSP.
Updated period for C-SSRS . .
To cl th It
Data presentation 05-Jan-2024 to use “treatment and follow- | Yes, version 3.0 o clarify the reporting

od for C-SSRS.
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CATEGORY 0

Date Description of change In line with CSP? Rationale
Change refers to:
Add reference range for U-
. Protein test in 7.2. . Inf i for th
Data presentation “Jan-2024 Yes, version 3.0 " ormg'uon added for the
Add INR and total analysis.
Cholesterol ranges to 7.2.
Added text to define the
number of total expected . .
. . . . To cl the definit f
Data presentation 05-Jan-2024 dose in the calculation of Yes, version 3.0 o clarify the definition o
. . total expected dose.
o compliance % in
4.1.9.1
. ble 4 to Table 3 .
Data presentation 05-Jan-2024 , . Y S Yes, version 3.0 To correct the typo.
in text in se 16
Removedsup tary
analysis targeting i€ impact
of PEOT and/or
CLASL To follow the updated CSP
t t
Secondary endpoint(s) 05-Jan-2024 Moved flares endpoi esgversion 3.0 ;) 00 oW the upcate
objective 4 as key seconda Vo
endpoint.
Moved CLASI to objective 5
as other secondary endpoint.
Added text “Individual P
components of BICLA and / o .
To justify the analysis for
Secondary endpoint(s) 05-Jan-2024 SI.{I(4) at weeks 2.4 and 52 Yes, version 3. individual component of
will be presented in a table
” BICLA and SRI(4).
by treatment group.” To
section 4.2.10.4.
Primary endpoint(s) 05-Jan-2024 Updated formula in part D Yes, version 3.0 @ ify the formula for

and F of section 4.2.1.5

CONFIDENTIAL AND PROPRIETARY
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STATISTIC ALYSIS PLAN AstraZeneca

D3468C000 @0 16-May-2025

CATEGORY
Date Description of change In line with CSP? Rationale
Change refers to:
Updated the rounding rules o
. . . . . To follow AZSOL
Data presentation an-2024 for decimal places in section | Yes, version 3.0 0. 0. ow AZSOL guiding
principle.
3.3.
Added criteria for treatment
emergent changes for
urinalysis for Glucose, T de inf tion f
Data presentation 05-Jan-2024 etone Bodies, and Yes, version 3.0 tho pr0\171 ¢ information for
itative Erythrocytes in © analysts.
gon 4.6.3.2.
Agded PEO eath in
To clarify the calculation of
Secondary endpoint(s) 05-Jan-2024 tbe caley osure' Yes, version 3.0 o clarify . ¢ caleniation o
time and number ofdlares in flare endpoint.
section 4.2.4.2.
Added text to de . .
Data presentation 05-Jan-2024 “screening” analysis W s, version 3.0 T(.) clarify the analysis
. . 4 window.
in section 3.3.1.2.
« . " To update the missing data
Secondary endpoint(s) 05-Jan-2024 Fjpdate':d to "Not applicable s, version 3 imputation rule for Lupus
in section 4.2.16.3.
QoL.
dated LLDAS definiti To follow the definition i
Secondary endpoint(s) 15-Jan-2024 Up ¢ E.: chnttion Yes, vers ¢ © forlow the detinttion i
in section 4.2.14.1. protocol v3.0.
Updated “AEs occurring
?Illcrll nfi;reitrﬁem perlo:ri a4’ Togalign with previous
Data presentation 15-Jan-2024 “u g fotlow=up perio Yes, version 3.0 ifrolumab studies at
to “AEs occurring during
. level
treatment period and follow-
up period” in section 4.6.2.1. @
CONFIDENTIAL AND PROPRIETARY 14 of 124 0
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AstraZeneca
16-May-2025

CATEGORY 0

Change refers to:

Date

Description of change

In line with CSP?

Rationale

Data presentation

1@024

Updated region group
“Others” to “not mainland
China” in section 3.2,
4.1.1.2,42,42.1.542.1.8,
422.6,42.34,423.6,
424.8,4294.

Yes, version 3.0

To follow protocol v3.0.

Primary endpoint(s)

04

15-Jan-2024

primary/key
ndary/other secondary
endpoint, no PEOT, no RM

423.1,42.33,4.55.
42.53,42.6.1,4.2.6°
42.14.1,4.2.14.3.

Data presentation

13-Feb-2024

Changed the number of
randomized patients from
328 to 260 in section 3.2.

Yes, version 3.0

To follow protocol v3.0.

version

To follow protocol v3.0.

Data presentation

13-Feb-2024

Added abbreviation for
ANA, ICU, MAR to the List
of Abbreviations.

Yes, versio

To add the required
information.

Data presentation

08-Apr-2024

Update the missing day and
missing day and month
imputation rule in section
33.13

%

Yes, version 3.0

CONFIDENTIAL AND PROPRIETARY
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AstraZeneca
16-May-2025

CATEGORY 0

Change refers to:

Date

Description of change

In line with CSP?

Rationale

Primary endpoint(s)

10-ApQ

For the primary endpoint, the
stratified Cochran-Mantel-
Haenszel (CMH) analysis is
now a supportive analysis.
The primary analysis will
use the Bayesian robustified
lixture prior approach with
borrowing from the pooled

Primary endpoint(s)

16-Jul-2024

Yes, version 3.0

To follow protocol v3.0.

“Supplementary sis
the Primary Endpoin g
Clarified that intercurrent
events are considered as non-
responders per the primary
BICLA endpoint, with time
at risk based on the latest
assessment during the double
blind treatment period.

4
e

érsion 3.0

Secondary endpoint(s)

16-Jul-2024

Removed flares versus
baseline analysis in section
4.24.7.

Yes, version 3.0

To clarify the handling of
intercurrent events for the
analysis.

Removed the analysis as

robust results were observed
tween flare versus the

s visit and flare

baseline.
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CATEGORY 0

Date Description of change In line with CSP? Rationale

Change refers to:

Replace “BICLA” with
Secondary endpoint(s) ul-2024 “BILAG” in the title of Yes, version 3.0 To correct the text.

section 4.2.1.7.6.

Edited Table 2 flect th T ide th list of
Primary endpoint(s) dited Table 2 to reflect the Yes, version 3.0 o provide the correct list o

analyses performed. analyses.

ded text to reference To provide more
Primary endpoint(s) 26-Jul-2024 ICLA response definition Yes, version 3.0 . P .
. information.
ction 4.2.1.7.7.
edfew section 4.2.1.7.1
togdd the supplementary .
. . To evaluate the impact of
Pri dpoint(s) 29-Jul-2024 analysis tar ° Impact Yes, version 3.0 PEOT due to different
rimary endp of PEO rent ’ ’
reasons.

reasons.

Table 2 was updated.

Updated the rule fi To clarify how to handle
Secondary endpoint(s) 29-Jul-2024 dropouts and missing espversion 3.0 dropouts and missing data

handling in section 4.2.4.3. for flare related analyses.

Removed changes under

“Changes to protocol

> secti To updat ding to th

Data presentation 30-7ul-2024 Planned analyses” section as Yes, veri8 o update according to the

all the planned analyses are ¢ latest CSP v3.0.

now following the latest CSP /

v3.0.

Update text “Week 0 (Day 1)

OCS dose” to 0 update according to the
Data presentation 04-Sept-2024 “Randomization (day 1) Yes, version 3.0 P &

OCS dose” throughout the
SAP.

@ISF v3.0.

CONFIDENTIAL AND PROPRIETARY
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STATISTIC ALYSIS PLAN AstraZeneca

D3468C000 @0 16-May-2025

CATEGORY
Date Description of change In line with CSP? Rationale
Change refers to:
R |
Removed section 4.2.4.5.2 b;szlésf);es?osa?zzg::
Secondary endpoint(s) ept-2024 Missing data imputation Yes, version 3.0 & . )
. Remove to avoid repeated
analysis for flares. .
analysis.
Removed section 4.2.5.5.1 Reduce the number of
sensitivity analysis targeting sensitivity analysis as
Secondary endpoint(s) 04-Sept-2024 ‘ 1m'pac.:t of PEOT and/F)r Yes, version 3.0 CLASI has been
4, tipping point analysis downgraded to other
section 4.2.5.6 subgroup secondary endpoint per CSP
or skin lesions. 3.0.
To include all the OCS
Secondary endpoint(s) 16-Sept-2024 Yes, version 3.0 potentially used in the
study.
Updated that
Pharmacokinetics is . PK parameters are ol
Secondary endpoint(s) 17-Sept-2024 analyzed by IFN gene s , version 3.0 P . Y
. tested for active group.
not by treatment group in
section 4.2.7.4. O
R dA dix D -
Eén(;ogce)tent?ﬁfncfi(nicall To reflect no numerical
Data presentation 18-Oct-2024 . v sy Yes, vef§io 'S ECG data is collected in this
significant post-baseline
study.
values.
Updated the Herpes zoster )
Data presentation 18-Oct-2024 classification in section Yes, version 3.0 To reflect the data collection
roach.
4.6.2.1.
CONFIDENTIAL AND PROPRIETARY 18 of 124
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CATEGORY
Date Description of change In line with CSP? Rationale

Change refers to:

Added new section 3.3.7 -
Identifying Cases of PEOT

. Due to Lack of Therapeutic . To reflect the data collection
Data presentation 024 . Yes, version 3.0
i g ’ Response and section 3.3.8 - approach.
Identifying Cases of PEOT
Q due to COVID Lockdown.
oved Appendix A -
ivation of Prednisone
Equivalent Daily Dose. To clarify the programmatic
Vi content from this rules for restricted and
Data presentation 23-Oct-2024 Yes, version 3.0 prohibited medications,
keep alignment with
anifrolumab program level.
Data presentation 24-Mar-2025 sPversion 3.0 To follow industry
. standards.
section 4.2.16.1.
Pharmacokinetics by ADA To align with previous
Data presentation 24-Mar-2025 status figure description ersio . .
. . anifrolumab studies.
updated in section 4.2.7.4.
Section 3.3.9 added to ¢
describe EQ-5D-5L data /
excluded from analysis @ To clarify that only data
Secondary endpoint(s) 25-Mar-2025 based on Clinical Data Yes, version 3.0. without errors is included
Standards and Dictionary analysis.
Waiver Form
(AZDoc0165290).
CONFIDENTIAL AND PROPRIETARY 19 of 124 0
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CATEGORY
Date Description of change In line with CSP? Rationale

Change refers to:

Section 3.3.1.2 change
phrasing “primary and
secondary endpoints” to
“efficacy endpoints and

Data presentation 25-Ma pharm? cocllynam¥cs Yes, version 3.0. To clarify the data included
endpoints including for efficacy analyses.

dimplements and anti-

To clarify the data included

Secondary endpoint(s) 25-Mar-2025 included in analysgS8; and Yes, version 3.0. for efficacy analyses.

clarify the analy$is period
for the primary an
treatment analyses.

Section 4.6.2.1 update the

Derivation of secondary endpoint(s) | 25-Mar-2025 definition for opp9n}1nlst1c @sion 3.0. To clarify the derivation
and non-opportunistic rules.
infections to align to AESIs.
Sections 4.6.2.1 and 4.6.2.2 2

Added definitions, / To clarify the derivation
Data presentation 25-Mar-2025 derivations and analyses for | Yes, version 3.0 rules and types of AEs to be
AE exposure adjusted summarized by EAIR.

incidence rates.
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AstraZeneca
16-May-2025

CATEGORY

Date Description of change In line with CSP? Rationale
Change refers to:
Section 4.7 update to use
. Chi b lation (instead . .
Data presentation ar-2025 of gl}?uial CI())(})lIz)l;taaIll(()in C(;Etsl:a Yes, version 3.0. Per CSR requirement.
Analysis sets).
Appendix B Added Urine
. 1 K Bodi . To clarify all th
Data presentation 25-Ma 5 Glucose, Ketone Bodies and Yes, version 3.0. o clarify all the tests to be
litative Erythrocytes to presented.
gfion,4.6 clarify that safety
ﬁor the treatment
. follow-upfpetiod, unl . To clarify the dat
Data presentation 07-Apr-2025 anc 1o .OW 4 D eSS Yes, version 3.0 o¢ arlf}.] ¢ dama
otherwise presentation.
4.6.7.2 clarify that'a
reports the treatm
Section 4.1.8 upda To clarify the data
. present restricted medi . presentation.
Data presentation 07-Apr-2025 . espversion 3.0
P P ICE, instead of On IP/O p To align to restricted
restricted medications. medication process.
Section 3.3 added R version To clarify software version
Data presentation 09-Apr-2025 used for primary analysis of | Yes, versi ensuring reproducibility of
the primary endpoints. results.
Section 4.2.4 clarify that /
stratification factor can be o .
exclude from the covariates To maintain model stability
: xclu \% . .
Secondary endpoint(s) 29-Apr-2025 Yes, version 3.0 and robustness in case of

of model when there are
limited events in the
corresponding stratum

ited events.
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CATEGORY L. . . .
Date Description of change In line with CSP? Rationale

Change refers to:

Section 4.2.8.1 clarify the To clarify the definitions
Data presentation pr-2025 definitions and derivation for | Yes, version 3.0 and derivation for ADA

ADA categories categories

Section 4.2.1.6 and Table 2

Added a supportive analysis To evaluate the robustness
Primary endpoint(s) 29-Ap of the Primary Estimand: Yes, version 3.0 of Bayesian dynamic

ayesian Borrowing based borrowing approach

odds ratio.
‘w on4.2.1.4 clarify the
Primary endpoint(s) 12-May-2025 prigfweights and thresholds | Yes, version 4.0 To align with the latest CSP
used in prim. lysis.
o/
7 :
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1 INTRODUCTION

The purpose of this document is to give details for the statistical analysis of study
D3468C00003, a multicenter, multinational, randomized, double-blind, placebo-controlled
study to evaluate the efficacy and safety of an intravenous (IV) treatment regimen of 300
mg anifrolumab versus placebo in adult Asian participants with moderate to severe active,
antibody-positive systemic lupus erythematosus (SLE) despite receiving standard of

$atment.
Th i@al analysis plan (SAP) provides details of the summaries and analyses to be

perfo tefsupport the clinical study report (CSR) of the study. The reader is referred to
the latest ¥er the clinical study protocol (CSP) of the study D3468C00003.
2 CH@ TO PROTOCOL PLANNED ANALYSES

No change to protocol p@nalyses listed in CSP v3.0.

3 DATA ANA ONSIDERATIONS

3.1 Timing of Analyses A

There will be 2 clinical database locks (CDLg)'in the study. The primary analysis CDL will
occur after all randomized participants hav@ confplefed Week 52 (or have withdrawn from
the study). The primary analysis CDL includ essments of the primary, key
secondary, and secondary objectives, including sa [Bratory objectives available at

to Week 52 will be made once the primary CDL has occ he final analysis CDL will
be performed after all participants have completed their last visit ments.

*

the time of the primary CDL may also be included. No Grto the clinical database up
ed

3.2 Analysis Populations

Approximately 260 eligible participants receiving standard of care trea tlare
randomized in a 1:1 ratio to receive either a fixed IV dose of 300 mg ant abjor
placebo every 4 weeks (Q4W) for a total of 13 doses (Week 0 to Week 48), Wi /
primary endpoint evaluated at the Week 52 visit. O

Randomization will be stratified using the following factors: Systemic Lupus @
Erythematosus Disease Activity Index 2000 (SLEDAI-2K) score at screening (<10 poin

versus >10 points); randomization (Day 1) oral corticosteroids (OCS) dose (<10 mg/day O/\
versus >10 mg/day prednisone or equivalent); and region (mainland China versus not @

mainland China).
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3.2.1 All Participants Analysis Set

All participants who signed the informed consent form (ICF). The all participants analysis
set is used to summarize disposition and screening failures.

3.2.2 Full Analysis Set

aull analysis set (FAS) is used as the primary population for reporting efficacy. This

ises all participants randomized into the study who receive at least 1 dose of
i igational product (IP) and is analyzed according to randomized treatment (modified

Int tG?eat [mITT]).

3.23

Analysis Set
The safety an asists of all participants who have received at least 1 dose of IP.
1

Erroneously treat icipants, who are randomized to receive anifrolumab but are

actually given placebo for tirety of their time in the study, are accounted for in the
placebo arm. A particip as on one or several occasions received anifrolumab is
classified in the respective @ ab group. This population is used in the analysis of

safety endpoints.
3.24 Pharmacokinetic Ana@

The pharmacokinetic (PK) analysis set congiSts of allyparticipants in the FAS who received
anifrolumab and who have at least 1 quanti GF PK observation post first dose, with
no protocol deviations thought to significantly fmpagfo analysis of the PK data.

The exclusion of any participants or time points from ( ation of the PK parameters
are documented, including the reasons for exclusion. Th ilable gencentration data and
PK parameter data for any participants excluded from the PK anal§

The PK analysis set is used to summarize the PK data.

7
3.3 General Considerations 0

*  Summary tables are produced by treatment group (Anifrolumab 300mgO

cebo)
unless otherwise stated. Total columns are produced only for tables of study po

data, unless otherwise stated.
+  Continuous variables are summarized by the number of non-missing observations,
mean, standard deviation (SD), median, and the minimum and maximum as appropriate. /\

* Log-transformed continuous variables are summarized in a similar manner. The @
geometric mean and coefficient of variation (CV%), median, minimum and maximum are
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presented as appropriate. In addition, the relative change from baseline is calculated by
back-transforming the change from baseline of the logarithmic variable as necessary.

»  Categorical variables are summarized as counts (n) and percentages (%). Unless
otherwise stated, percentages are calculated using the relevant analysis set population total
@ by treatment group as the denominator. Percentages are rounded to one decimal place;
ﬁ g€pt 100% which are displayed without any decimal places. Percentages are not to be

dreseqted for zero counts.
-& el is used to estimate the treatment difference, the corresponding confidence
interv. ording to the model is presented. Otherwise, the unadjusted CI is used.

*  Mean, S@dians, Ist quartile and 3rd quartile are rounded to one additional decimal
place relative 10 tk g ginal data, the maximum, minimum will be displayed with the same
accuracy as the orfgisfal data and the CV% is presented with 1 decimal place. The statistics
are displayed in the orderf mean, minimum, first quartile (optional), median, third
quartile (optional), maxi g CIs are presented for treatment comparison to one more
decimal place than the raw data’ e confirmatory treatment comparisons, p-values will

be reported to 3 decimal placess erc%)roportion) will be rounded to one decimal
place.

*  Summaries are provided by time point gf assessment where appropriate. Where
summaries are by time point, study day is ¢ in relation to the date of first dose of

study treatment. For assignment of data to time§ i gthe visit windows, study day is
calculated in relation to the date of first dose of inve })nal product.

Study Days prior to the date of first study drug administra

Study Day 1 is defined as the day of first study druQnistr ion.
@ ned as:

(Date of assessment — date of first administration of IP) &

: Study Days after the first dose of investigational product, are define aO

(Date of assessment — date of first administration of IP) +1. Using this definiti f ay of
first dose of IP is Day 1 and the scheduled visit date of Week 4 is study day 29 —@or
example. 0

*  Corresponding listings are provided for certain results unless stated otherwise. Any
additional listings that are required will be described in the appropriate sections of the SAP. /\
The listings are sorted by treatment group and subject number. @
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*  SAS® version 9.4 or higher will be used for all data analyses, except for Bayesian
Dynamic Borrowing approach (Section 4.2.1.4 and 4.2.1.6), which was implemented using
the RBesT package in R (version 3.6.3 or higher).

@ 3.3.1 General Study Level Definitions

3.1.1 Definition of Baseline
seline is defined as the last measurement prior to the first dose administration of

mab on Day 1. If the Day 1 value is missing or is invalid or is collected after
a aon of IP, the latest assessment prior to dose administration on Day 1 serves as

baselife. /
33.1.2 @’eriods
The allocation to periods is performed after any imputation of missing dates (for

AEs only) as desctib€d in Sgetion 3.3.1.3. The study periods are defined as follows:

e Screening Period® a S days.

e Double Blind Treatmen@d: ALS2-week double-blind treatment period from first

dose of IP through Week 52 visi @
(FU)/death/ Early discontinuation Vistt (EDV), whichever comes first; efficacy

endpoints and pharmacodynamics eafpoints including complements and anti-
dsDNA are assessed during the dou éeatment period.
o Safety Follow-up: After Week 52 or the

% V (the completion of the double-
blind treatment period), participants may conti if"the study for further 8 weeks

to complete the safety follow-up period, which is\comprised of two visits, at Week
56 (or 8 weeks after the last dose) and Week 60 (or 12 w er the last dose).

te of study withdrawal/lost to follow-up

Measurements on Study Day 1 are with a time prior to the first I'V ftration of IP, use
the study period label as “Screening”. If any of the measurement occ emithe start time
of IP administration, the study period label is as “Treatment”. In case o ti f
measurement at Study Day 1 is not available, it is assumed to be prior to fir

administration of IP and study period label is “Screening”. If the measurement 1

Week 52 or Early Withdrawal and participants will continue in the study for furthe Q
weeks to complete the safety follow-up period, then the study period label is as “Safet;@

Follow-up”. O
Study periods for the analyses of adverse events (AE) are defined separately in Section /
4.6.2.1. @

CONFIDENTIAL AND PROPRIETARY 26 of 124



STATISTICAL ANALYSIS PLAN AstraZeneca
D3468C00003 —ed. 2.0 16-May-2025

3.3.1.3 Handling of Missing Data

If in case at any site, the device to collect participant reported outcomes are not
synchronized with the real time, then baseline for the following participant reported
outcomes are derived based on the date only, and not time of the assessment.

& *  Lupus quality of life scale
O roQol 5 dimensions

. roductivity and Activity Impairment (WPAI) — Lupus
*  Medi

&rce Use
¢ Columbi1 erity Rating Scale (C-SSRS)

In general, missing :ata is puted and is treated as missing unless specifically
described in an analysis igmy, The following considerations are made for missing safety
data, AE dates, and conco @ dication/diseases dates:

e Safety assessment values of t%x’ or “>x’ (i.e., above or below the limits of

quantifications) are imputed e calculation of summary statistics but
displayed as ‘<x’ or “>X’ in the listia

e Adverse events that have missing causali r data querying are assumed to be
related to study drug. / *

e For missing AE/concomitant medication/disea{@ates, the following are

applied:
o Missing day: Impute the 1st of the month unle @ tl#is the same as
the month of the first dose of study drug and the end % is,on or after the
first dose of study drug or ongoing then impute first o&.
o Missing day and month: Impute 1st January unless year is t s first

dose date and the end date is on or after the first dose of study
ongoing then impute first dose date.

o Missing year: Impute the year of dosing. 0<

o Completely missing: Impute first dose date unless the end date suggests it ﬁ
could have started prior to this in which case impute 1% January of the same @
year as the end date.
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e For missing AE/concomitant medication/disease end dates, the following are
applied:

o Missing day: Impute the last day of the month unless the month is the same
as that of the last dose of the study drug in which case impute the date of
@ last dose.

as that of the last dose of study drug in which case impute date of last dose.

O/ Missing year: Impute the year of dosing.

mpletely missing: Do not impute a date i.e., assume that
itant medication/disease is ongoing.

as o Missing day and month: Impute 31%' December unless the year is the same

If a participant is kifown to died where only a partial death date is available, then the
date of death is impute est of

e the last known date to W + 1 from the database

e the death date using the avail ation provided:

o Missing day only: Use the 1 o@n .
o Missing day and month: Use 1% Jan / .

o Missing year: Impute the year of dosing.

For all missing start/end dates, flags are retained in the aIQmis
any programmatic imputation has been applied, and in such cas
be calculated.

332 Visit Window {9
For visit based analyses, the variables will be summarized based on the sch@fs

with adjusted analysis-defined visit windows. The adjusted analysis-defined wi

summarized below: @e

Table 1 Visit windows

indicating where
rgtions would not

Adjusted Defined Windows Visit  Scheduled Study Day Maximum Windows : / @

Baseline / Day 1 1 Study Day <1
Week 4 29 2< Study Day <42
Week 8 57 43< Study Day <70
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Week 12 85 71< Study Days <98
Week 16 113 99< Study Day <126
Week 20 141 127< Study Day <154
Week 24 169 155< Study Day <182
Week 28 197 183< Study Day <210
Week 32 225 211< Study Day <238

Week 36 253 239< Study Day <266
9 Week 40 281 267< Study Day <294

Week 44 309 295< Study Day <322
O eck 48 337 323< Study Day <350
eek 52 365 351< Study Day <378
k 56 393 379< Study Day <406
421 407< Study Day

closest value to the sched visit date is summarized, or the earlier value if the values are
date. If two observations are equidistant from the
fon-missing one with the earlier collection time will be
dis

included in the analysis. Listin play all values contributing to a time point for a
participant and highlight the value tha w@ uted to the summary table where feasible.

If a visit window does not contain any obsegfations, then the data will remain missing.

If there is more t ‘evalfer participant within an analysis visit window then the
n

equidistant from the no
scheduled visit on the sam

For the Baseline / Day 1 visit window, the visit aseline” is used for baseline record

as defined in Section 3.3.1.1. For measurements® y 1 with a time of

measurement after the start of I[P administration, the®%i “Day 17 is used (indicating a
post-baseline measurement). If the time of measurementf@t S Day 1 is not available, it

y
is assumed to be prior to the first administration of IP. If Study D nd records not
selected as “Baseline”, the visit label “Screening” will be used .
For summaries showing the maximum or minimum values, the maxi imum value

recorded on treatment is used, regardless of where it falls in an interval.

Listings display all values contributing to a time point for a participant and IQ/fe

value that contributed to the summary table where feasible.

333 Handling of Unscheduled Visits @

Visits that fall outside the visit windows defined in the CSP will be classified as

Unscheduled Visits. If an unscheduled visit is the closest visit to the scheduled visit study /

day or the earlier non-missing one when the values are equidistant from the nominal visit @

date (described in Section 3.3.2), they are included in the by visits summary tables. All
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visits are considered for summaries of treatment emergent abnormalities,
minimum/maximum on treatment values etc. and will be presented in the listings.

3.34 Multiplicity/Multiple Comparisons

The primary analysis for the primary endpoint is performed using Bayesian dynamic
rrowing approach with supportive analysis performed using frequentist hypothesis
ing approach. Multiplicity adjustments are not performed when testing the primary and
ndary endpoints. Nominal p-values are presented for the primary and key

S @ndpoints.
335 ling of Protocol Deviations in Study Analysis

All protocol de s identified during monitoring of the study are recorded in the clinical
trial managemen (CTMS). Important protocol deviations (IPDs) are a subset of
protocol deviationSghat maygignificantly impact the completeness, accuracy, and/or

reliability of the study datd’or that may significantly affect a subject’s rights, safety, or
well-being.

Protocol deviations are classiﬁeﬁ as imp, t or not important by different methods, either
programmatically or manually identi fined in the Protocol Deviation Plan based
on periodic reviews of CTMS deviation repy and Dry Runs. The Sponsor reviews the
classification and provides the final dete atigft. Bhe list of IPDs is finalized and
documented prior to CDL and unblindin‘;y re listed and tabulated in the CSR.

L 4
A detailed description on how IPDs are collected a M ified is referenced in the
Protocol Deviation plan.

The following general categories are considered IPDs and are 1 @ digcussed in the
CSR as appropriate for the study:
Deviation 1: Inclusion Criteria Deviations @

Deviation 2: Exclusion Criteria Deviations /

Deviation 3: Discontinuation Criteria for study product met but subjects not @
withdrawn from study treatment

Deviation 4: Discontinuation Criteria for overall study withdrawal met but patient /
not withdrawn from study @

Deviation 5: IP Deviation
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Deviation 6: Excluded Medications Taken
Deviation 7: Deviations related to study procedure
@ - Deviation 8: Other Important Deviations

Q Identifying Cases of Restricted Medication Use

edications are concomitant medications that have restrictions applied to their
use. Restri edications that are used outside of what is permitted, that are deemed to
affect en interest, are considered intercurrent events.

by the medication review team who reviews potential restricted
medication use ( ses that have been identified via programmatic rules. See the
restricted medication reviey'eharter for details on the review process. See Appendix 7.4 for
the programmatic rules.

P N
Note that prohibited medica‘uorﬂe%onsi ered a subset of restricted medications that are
not permitted during the study and resu mediate premature end of treatment if taken
during the study treatment period.

3.3.7 Identifying Cases of PEOT(du jack of Therapeutic Response

}c]; of therapeutic response

e of study intervention
discontinuation compared with baseline activity was e/ on review of specific
endpoints. Lack of therapeutic response related reasons m discentinuation reasons of
“Condition under investigation worsened” and “Condition underg pation not

improved”, and reasons that require blinded review to determine glatiénship with lack
of therapeutic response. These reasons are “Subject decision”, “Adver, &t”,

The reason for early IP discontinuation is classif
related” if persistent or increased disease activity a

“Development of study specific discontinuation criteria”, and “Other”.

The manual review is conducted blindly by a sponsor-led Central Review TQ% to the

primary CDL. PEOT charter details the data review process and documentationgr S.

3.3.8 Identifying Cases of PEOT due to COVID Lockdown

The reason for early IP discontinuation is classified as “COVID lockdown” if the reason fo
discontinuation is related to COVID lockdown. This is identified if main reason for

investigational product discontinuation = ‘Other’ with ‘COVID’COVID specified in the @
text on the eCRF form DOSDISC.
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3.3.9 Data excluded from analysis

During the study, an error was identified in the electronic patient-reported outcome (ePRO)
software for the simplified Chinese and traditional Chinese versions, impacting sites in
mainland China and Taiwan (See more details in QE-273452 and QE-386615). This error
affects the last question of the EQ-5D-5L questionnaire in ePRO software version 06.01

ents the best health you can imagine” and the instruction below indicates “0
ts the worst health you can imagine”. In the erroneous translated screen patients are
s€ instruction texts upside down with the above instruction saying 100 for worst
and the bel struction saying O for best. This discrepancy makes it extremely difficult to

retrospecti @fy each patient's response for each visit and ensure accuracy. After
h

yarlier. The correct instruction above the visual analogue scale indicates “100

consulting expert, the study team has decided to only use correct data for the
EQ-5D-5L analy will be treated as exploratory.

On 18-Dec-2024, the dWaS made to exclude data collected from affected sites (sites
in China mainland and Tai efore the software was updated to version 7.0 from the

EQ-5D-5L analysis. /

Therefore, the EQ-5D-5L analysis ormed all data from unaffected sites (sites not in

China mainland and Taiwan) and dafa co from affected sites (sites in China mainland
and Taiwan) after the software was update vegsion 7.0.

4 STATISTICAL ANALYSI /‘
This section provides information on definitions, de \/ d analysis/data presentation
per domain. i s

4.1 Study Population .

The domain study population covers disposition, analysis sets, pro OM tions,
demographics, baseline characteristics, disease characteristics, medical@ and

%
4.1.1 Disposition and Completion Status O
4.1.1.1 Definitions and Derivations

Not applicable. 0{’
4.1.1.2 Presentation /‘

Disposition is summarized based on the all-participant analysis set and includes the @
following information:

concomitant disease, prior and concomitant medication and study drug c
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e the number of participants screened for the eligibility criteria
e the number of participants who are randomized

e the number of participants who are randomized and who received at least one dose
@ of study drug

a the number and percentage of participants who completed treatment/discontinued
eatment (including reasons for IP discontinuation)

o ( the er and percentage of participants who completed or discontinued study
1 img, reasons for study discontinuation)

A randomiza
number, full enro

i presented and includes the following information: randomization
numb?E, date of randomization and randomized treatment group.

The impact of COVID-1@'(ie®participants discontinued/withdraw from study, protocol
deviations) is collected in t Q tronic case report form (eCRF) as a variable related to
global/country situation.

Tables on disposition due to global/@uaﬁon, global/country situation study

disruptions (i.e., subjects with at least one digfuption due to global/country situation) are
provided.

A summary of number and percentage of partici / ¢h region, each country/area and
AS. Additionally, the

stratification factors at randomization (as calculated fronithe data for SLEDAI-2K score at

screening and Randomization [Day 1] OCS dose and region (main ,\

each site by treatment group and overall are provide

hina versus not

mainland China)) are presented with count and percentage of th pants by treatment

group and overall, for the FAS.

412 Analysis Sets @
4.1.2.1 Definitions and Derivations O/
Analysis sets are defined in Section 3.2. O
4.1.2.2 Presentation

Analysis sets are summarized based on all the participants analysis set. The number of
participants included and excluded (including reason for exclusion) in each analysis
population is presented by treatment group and overall.

Any participants excluded from any analysis set are listed including the reasons for
exclusion.
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4.1.3 Protocol Deviations
4.1.3.1 Definitions and Derivations

IPDs are defined in the PD Plan and are considered as those deviations from the protocol
likely to have a significant impact the completeness, accuracy, and/or reliability of the
@ study data or that may significantly participant’s rights, safety, or well-being of study

ynent. The final list of IPDs is determined before CDL.
@ Presentation
1

@lmarized based on the FAS. The number and percentage of participants
C

meeti D criterion are summarized by treatment group and overall. Participants
who devi given criterion more than once are counted once for that criterion. Any
participants than one IPD are counted once in the overall summary.

4.14 Dem phi

hic
4.1.4.1 Definitions @ations

Demographic characteristi cﬁeographic region, age, age group reported as [>=18
ity a

to < 65, > 65 years], sex, ethni nd ra
Age is measured in years and calcul&

Age (years) = (Date of randomization — datg of, 1)/365.25. Age variable as
collected at screening in eCRF (case report fi nsidered in case date of birth is
missing or not available due to local/country re ¢

4.14.2 Presentation /Q

Demographic characteristics are summarized as per Sectiont 3.3, b, n the FAS.
Summaries are presented by treatment group and overall. .

4.1.5 Baseline Characteristics {9

4.1.5.1 Definitions and Derivations
Baseline characteristics include height (cm), weight (kg), body mass index %mz)
and BMI group [<28 and 28 kg/m?]. é

BMI is calculated as:

BMI (kg/m?) = weight (kg) / (height (m))?, O 2.
4.1.5.2 Presentation @

Baseline characteristics as well as the cardiovascular risk are summarized as per Section
3.3, based on the FAS. Summaries are presented by treatment group and overall.
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4.1.6 Disease Characteristics
4.1.6.1 Definitions and Derivations

SLE disease characteristics are assessed and represented by the following variables:

e SLEDAI-2K score/ Clinical SLEDAI-2K score at screening and at baseline

eening and at baseline

G-2004 global score at baseline
e Physi lobal Assessment (PGA) score at baseline

e Cuta "@us Erythematosus Disease Area and Severity Index (CLASI) activity

ydjudica‘ced British Isles Lupus Assessment Group 2004 (BILAG-2004) score at

ores at baseline

ollen joints, tender joints and active joints at baseline

e Systemic Lupus Inte al Collaborating Clinics/American College of
Rheumatology Da

(SDI) at baseline
e Time from initial SLE flo randomization (months)
statu

e Interferon (IFN) 4-gene tes se ted at screening
e anti-double stranded deoxyribo d (anti-dsDNA) levels, antinuclear antibody

(ANA), complement levels, third composient of complement (C3), fourth component of
complement (C4) and total hemolytic t (CH50) evaluated at baseline.

a definition. The SLEDAI-2K organ systems are defined{as follows:

SLEDAI-2K /
L 4
The SLEDAI-2K disease activity index consists of @n manifestations, each with

e Central nervous system (6 items): seizure, psychosis, o @ in .syndrome,
visual disturbance, cranial nerve disorder, and lupus headaeh
e Vascular (2 items): CVA (cerebrovascular accident) and Vascul®

e Musculoskeletal (2 items): arthritis and myositis O/:

e Renal (4 items): urinary casts, haematuria, proteinuria, and pyuria 0
e Mucocutaneous (3 items): rash, alopecia, and mucosal ulcer O

e Cardiovascular system and respiratory (2 items): pleurisy and pericarditis @

e Immunology (2 items): low complement and increased DNA binding
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e Haematological and fever (3 items): fever, thrombocytopenia, and leukopenia.

These 24 lupus-related items in which signs, symptoms, and laboratory tests for each organ
systems are given a weighted score. [tems present in the last 28 days are scored and
summed to create score for each organ system, and a total score.

nents: arthritis, myositis, rash, alopecia, mucosal ulcers, pleurisy, pericarditis and
is. The clinical SLEDAI-2K score is the SLEDAI-2K score excluding items
to any urine or laboratory results including immunologic measures.

ylinical SLEDAI-2K score is derived as the sum of the scores for the following clinical

Scores forghe DAI organ systems will be derived in the way as SLEDAI-2K but using
the scores foft spective items only.
BILAG-2004

The BILAG-2004 contaf om Appendix F of CSP) clinical and laboratory
parameters which are divid translational index with 9 organ systems
%e I

(Constitutional, Mucocutaneou uropsychiatric, Musculoskeletal, Cardiorespiratory,
Gastrointestinal, Ophthalmic, Renal tology). The first 7 organ systems

(Constitutional, Mucocutaneous, Nedropsyelifatric, Musculoskeletal, Cardiorespiratory,
Gastrointestinal, Ophthalmic) contain clinical’parameters which are assessed by the treating
physician as new (4), worse (3), same (2), g (1) and not present (0). The Renal and

assigned into 5 different levels as A, B, C, D or all study visits by strictly

following this Index Scoring. Results from the origina{ re used for calculation of
the primary efficacy endpoint, BICLA response at Week' @2, definedyin Section 4.2.1.1. The

five manifestations
L 4

Hematologic scoring is based on laboratory val x organ system scores are

treatment has no bearing on the scoring index. Only the presence
influences the BILAG-2004 scoring.

BILAG-2004 grades will be presented by organ system. Furthermore/@G—ZOM
global score is derived by summing-up the numerical score equivalents

gan
system with the numerical score equivalents givenas: A=12,B=8,C= I,Q dE=
0.

Unless otherwise defined, scores that are derived from summing up items will be @
considered missing if any of the items are still missing after applying the LOCF (last

observation carried forward) rules. This should apply to both SLEDAI-2K and BILAG- O
2004. /

Physician’s Global Assessment (PGA) @
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The PGA is a modification of the classic analogue scale in that it is anchored with numbers
from 0 to 3 demarcating no, mild, moderate, and severe disease. The number 3 indicates
severe disease and is at the end of the scale. Any disease rated greater than 2.5 is very
severe. The range of moderate disease covers approximately 1.5 to 2.4. Mild disease falls
below 1.5. The instrument is similar to a logarithmic scale, with greater distances or
emarcations possible among more mild-moderate symptoms. This is a global assessment,
ring in all aspects of the participant’s lupus disease activity. It should not reflect non-
edical conditions.

Cu u us Erythematosus Disease Area and Severity Index (CLASI)
infla t isease activity

@ida‘ted index used for assessing the cutaneous lesions of SLE and
consists of 2 s€pay a pres: the first summarizes the inflammatory activity of the disease;
the second is a méasufe of the damage done by the disease. The activity score takes into
account erythema, scale@ﬁophy, mucous membrane lesions, recent hair loss, and non-
scarring alopecia. The d re represents dyspigmentation,
scarring/atrophy/panniculit rring of the scalp. Participants are asked if their
dyspigmentation lasted 12 mo or longgr, in which case the dyspigmentation score is

doubled. Each of the above parameterss' miured in 13 different anatomical locations,
included specifically because they a en involved in cutaneous lupus

erythematosus (CLE). The most severe lesivach area is measured.

Joints

The joint count consists of swollen and tender jot étlve joint is defined as a joint

with both swelling and tenderness. O
L 4

The SDI is defined for 12 organ systems (possible scores): perip 0Xular (0to5),
ocular (0 to 2), neuropsychiatric (0 to 6), renal (0 to 3), pulmonary ( rdiovascular
(0 to 6), gastrointestinal (0 to 6), musculoskeletal (0 to 7), skin (0 to 3),

(diabetes) (0 to 1), gonadal (0 to 1) and malignancies (0 to 2). The SDI glob@y the

sum of the damage scores for all 12 organ systems.

SDI

Unless otherwise defined, scores that are derived from summing up items will be

considered missing if any of the items are still missing. 0:

Interferon (IFN)

The IFN 4-gene test status (high/low) is used to monitor SLE activity and severity. High
mRNA expression of these IFN genes is associated with greater SLE disease activity. The
IFN 4-gene test status is assessed at baseline.
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ANA

ANA is used to evaluate the immunogenicity of anifrolumab using a titer approach. ANA
positivity, or presence of ANA, is defined as ANA titres greater than or equal to limit of
detection. ANA titres for ANA positive participants are summarized at baseline.

ydsDNA and complements
?DNA is the SLE autoantibodies and complement levels include C3, C4 and CHS50.

Co p@fi C4 and CH50 levels are categorised as normal or abnormal.

Abnorma ent level is defined as complement level below lower limit of normal

(LLN).
Time from initia% is to randomization is calculated in months as (date of
randomization — date of d4 is) converted to months.

4.1.6.2 Presentation

The above variables are summag'zed as iptive statistics (for both continuous and
categorical variables as applicable) Section 3.3 on the FAS.

SLEDAI-2K (derived as the sum of scores for allitems) will be evaluated using the
difference in mean change from baseline lo @er time to Week 52.

4.1.7 Medical History and Concomitan

2 4
y o
4.1.7.1 Definitions and Derivations O

Medical/surgical history and concomitant diseases are classified ag€ording to the

terminology of the Medical Dictionary for Regulatory Activitie @ RA), version 24.0
(March 2021) or higher. The imputation method described in Secti@ /1.3 is used in the
instance that partial or missing dates are recorded. After imputation Jconcomitant

diseases will be classified as prior or concomitant. A prior disease is de disease
with a start and end date prior to the first dose date (exclusive). A concomitant f is
defined as any disease with an end date on or after the first dose date. A diseas

completely missing end date is considered as concomitant. @0

4.1.7.2 Presentation

Medical/surgical history and concomitant diseases are summarized based on the FAS. The /‘
number and percentage of participants with relevant medical/surgical history/concomitant

diseases are presented by treatment group and summarized by system organ class (SOC) @
and Preferred Term (PT). Participants with histories in more than one SOC/PT are counted
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only once in that SOC/PT. Tables are sorted by international order for SOC and in
alphabetical order for PT.

4.1.8 Prior and Concomitant Medications

4.1.8.1 Definitions and Derivations

e imputation method described in Section 3.3.1.3 is used in the instance that partial or
dates are recorded.

Any r@' taken by the participant prior to the first dose date of IP is considered prior
medica g edication taken by the subject at any time between the date of the first
dose (incl d@ date of the first dose) of IP up to Week 52 (Visit 14/EDV), inclusive, is
considered cofncon g Nedication. Any medication started prior to the first dose of IP and
did not end beforcwfiust dos was ongoing is considered as both prior and concomitant
medication. f

e

Disease related treatments ime are defined as all medications with therapy reason
containing “disease under studyg”with an intake at the date of first dose of IP (i.e., start date
on or before the date of first dose an on or after date of first dose or was

ongoing). The medications will be pf€sen f the following categories in a separate table:

y and concomitant medications are coded using the WHO Drug Dictionary (WHO-DD).

e OCS

e Anti-malarial é/ *

e Immunosuppressant, defined for medications O(@prine, mycophenolate
p

mofetil/mycophenolic acid, methotrexate, cyclos e, ta us, or mizoribine.

e NSAIDs (nonsteroidal anti-inflammatory drugs) /‘

e Other SLE medication, defined as SLE medications not covere@ the above
categories.

Restricted and prohibited medications are detailed in completeness in Appendi>/@e

are some special cases of restricted medication use intercurrent events where subj

eligible to respond after some duration of time. Steroid bursts during the first 12 week

the study might be needed for some subjects to allow for a reasonable amount of time for O
the anifrolumab drug response to be observed. Given the biologic properties of steroids, an /\

early burst is not thought to confound efficacy assessments for the primary endpoint at @
week 52.

These are the following rules for intermittent ICE of RM use:
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e If asubject has greater than 1 steroid burst before Week 12, the subject will be
considered to have an ICE of RM use from the burst breaking the rule until 12
weeks after the end date of the burst i.e. until the end date of the burst + 84 days.

e If asubject has OCS or equivalent total daily dose above their Day 1 dose for a
period >14 days, ending before or on Week 12, the subject will be considered to

O have an ICE of RM use from the start date of the rule break until 12 weeks after the

end date of the burst i.e. until the end date of the burst + 84 days.
Sse

1

the cl

es into consideration the biologic half-life of the treatment (18-36 hours) and
ical effect of the increased steroids.

These intern@CEs of RM use will be documented and captured in the clinical

database. Q
For non-SLE steroid use, ils are provided in the 7.4, rule # RM 20.1-20.3. As stated in

the CSP, Section 7.7.2, the @pants are allowed during the DB treatment period to
receive one additional cour: and taper corticosteroids for increased non-SLE
disease activity between Week 42 and Wegk 40. To not restrict the manual review, the time
point of when a potential burst occue number of bursts has not been
implemented in the programming rule. Th nsure that all concomitant therapy for this

reason are reviewed manually by the MRT

4.1.8.2 Presentation 4 ; .
Prior and concomitant medications are summarize Xm the FAS. The number and
percentage of participants is presented by treatment g n

@overall and summarized by
ATC class. Participants with medications in more than o TC clags, will be counted only
once in that ATC class. Tables are sorted alphabetically by AT @

L 4

The number and percentage of subjects with restricted and prohibited ication use

during double-blind phase of the study (i.e., up until Week 52 or ED summarized
by the latest available WHO-Drug Dictionary Preferred Term. Only the (76 per
4.1.9 Study Drug Compliance O

4.1.9.1 Definitions and Derivations @
Study drug compliance is calculated for each participant and expressed as a percentage. Th: 2

percent study drug compliance is calculated as the number of dosing occasions relative to @

subject will be presented.

the total number of dosing occasions expected up until the date of permanent
discontinuation of IP or end of the treatment period, whichever is earlier.
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total number of dosing occasions administered

Study drug Compliance (%) =100 x total number of dosing occasions expected
Total number of dosing occasions expected = sum of expected anifrolumab based on
treatment exposure. It is calculated over the entire treatment period excluding the period of
permanent discontinuation of IP. For subjects completing the study, the total number of
sing occasions expected is 13. For subjects who discontinue from the study early, the
1 number of dosing occasions expected will be based on treatment exposure, i.e.
stre/28 (rounded to the nearest integer). The duration of treatment exposure is

Z@ber Section 4.6.1.1.
4.1.9.2

resentation

Study drug nce is summarized based on the FAS and by treatment group and
overall, using the iples outlined in Section 3.3 for continuous variables.
4.2 Endpoint Wes

This section covers details @
and other endpoints including

to the endpoint analyses such as primary, key secondary
ity and supportive analyses.

If not stated otherwise, change from bés @ ill be calculated as value at the respective
time point minus value at baseline. The percemt change from baseline is defined as change

from baseline divided by baseline value multipli h 100.
Intercurrent events are defined as events occu atment initiation that affect
either the interpretation or the existence of the meas r‘?ts associated with the clinical

L 4
e Premature End of Treatment /
e Death. @

If a patient observes an intermittent ICE of RM use (see Section 4.1.8.1), the ﬁy

question of interest. In this study the intercurrent eve

e Restricted Medication use

of RM will be applied to the period defined.

Hereafter the intercurrent events of Restricted Medication use is referred to as RM, an

Premature End of Treatment is referred to as PEOT. Additionally, Non-Response or Non- O
Responder are referenced as NR. PEOT is identified by the eCRF form DOSDISC /‘
“Discontinuation of Investigational Product”). Subjects with IP being prematurely and @
permanently discontinued are considered as PEOT status from the date of last IP dose

administered + 28 days.
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RM are identified from the start date of the concomitant medication use reported in the CM
form meeting the criteria to be classified as RM. The start date for RM status is identified
during the restricted medication review — see Appendix 7.4.

Where specified, endpoint analyses will take into account the stratification factors. The
& stratification factors are derived as follows:

If different measurements are available for re-screened subjects, the value at re-

a SLEDAI-2K score at screening (<10 points versus >10 points)
$ ning is used

e R tion (Day 1) OCS dose (<10 mg/day versus >10 mg/day prednisone or
equi\zleg
For the clz @ on, the derived OCS dose rounded to 1 decimal place is used

e Region (mainlanw versus not mainland China)

SLEDAI-2K score at Scre andomization (Day 1) OCS strata is derived
programmatically from the datagfeco

rded i the eCRF.
Where necessary (e.g., for subgroup @ased on stratification factors), the model

factors will be reduced. If not stated otherwig€, the subgroup analysis will be suppressed if
any of the sub-populations in any treatmen 1 consist of less than 25 participants.

%

).
S,
o0
%
o
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Table 2 Summa Q alyses
Population level summary Details in
Statistical category oin Population Intercurrent event strategy (analysis) section
Objective 1: To evaluate the effec umab compared to placebo on disease activity as measured by the difference in the proportion of participants
achieving BICLA response at Wee
Primary Analysis of the BICLA resp ian adults | Composite strategy where Difference in proportions between | 4.2.1.4
Primary Endpoint week 52 with RM/PEOT/Death=NR interventions (Bayesian analysis),
mo “to- Week 52
erg
Supportive Analysis of BICLA response at Asia w s 4| Composite strategy where Difference in proportions between | 4.2.1.5
the Primary Estimand week 52 with AM/PEOT:’Death=NR interventions (CMH), Week 52
moderate-to-
severe SLE
Supportive Analysis of BICLA response at Asian adults | Compositefstrategy where Odds ratio between interventions | 4.2.1.6
the Primary Estimand week 52 with RM/P /Dghtl (Bayesian analysis), Week 52
moderate-to-
severe SLE
Supplementary Analysis | BICLA response at Asian adults | Composite strate RM, Deaths, | Difference in proportions between | 4.2.1.7.1
of the Primary Endpoint | week 52 with PEOT due to lack o ic interventions (CMH; multiple
— targeting impact of moderate-to- | response = NR imputation), Week 52
PEOT due to different severe SLE | Hypothetical strategy where PEO
reasons to COVID lockdown = MAR
Treatment policy where PEOT n ¢
to lack of therapeutic response or
COVID lockdown = ignored
Supplementary Analysis | BICLA response at Asian adults | Composite strategy where ortions between | 4.2.1.7.2
of the Primary Endpoint | week 52 with RM/Death=NR (CMH), Week 52
- targeting the impact of moderate-to- | Treatment policy where
PEOT severe SLE PEOT = ignored g
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Population level summary Details in
Statistical category ndpoint Population | Intercurrent event strategy (analysis) section
Supplementary Analysis ponse at Asian adults | Composite strategy where Difference in proportions between | 4.2.1.7.3
of the Primary Endpoint we@ with RM/Death=NR interventions (Tipping point:
- targeting impact of moderate-to- | PEOT by tipping point analysis Pearson’s chi-squared test), Week
different discontinuation severe SLE 52
rates @
Supplementary Analysis | BICLA response Asian adults | Composite strategy where Difference in proportions between | 4.2.1.7.4
of the Primary Endpoint | week 52 wit PEOT/Death=NR interventions (CMH), Week 52
- targeting the impact of 3to- | Treatment policy where RM = ignored
RM sev
Supplementary Analysis | BICLA response at Asi omposite strategy where Death=NR Difference in proportions between | 4.2.1.7.5
of the Primary Endpoint | week 52 with = interventions (CMH), Week 52
- targeting the impact of moderate-to-
PEOT and RM severe SLE
Supplementary Analysis | BICLA response at Asian adults Difference in proportions between | 4.2.1.7.6
of the Primary Endpoint | week 52 with interventions (CMH), Week 52
- targeting the impact of moderate-to-
being automatically severe SLE
classified as responder (Excluding
due to their baseline subjects with
visual analogue scale no baseline
(VAS) and/or BILAG BILAG A or
scores B. and V'S
subjects with
baseline
PGA
VAS >2.7)
Supplementary Analysis | Time to BICLA Asian adults | Composite strategy where Estim angl ratio between 42.1.77
— time to BICLA response through with RM/PEOT/Death=NR. interventio: @ px PH model
response Week 52
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Population level summary Details in
Statistical category ndpoint Population Intercurrent event strategy (analysis) section
moderate-to-
severe SLE
Subgroup Analyses of BICL i t Asian adults | Composite strategy where Difference in proportions between | 4.2.1.8
the Primary Endpoint week 52 & with RM/PEOT/Death=NR interventions (CMH), Week 52 by
derate-to- subgroups
severe SLE
Objective 2: The proportion of participants ﬁlﬂ) response at week 52
Primary Analysis of the SRI(4) response at 1 s | Composite strategy where Difference in proportions between | 4.2.2.4
Key Secondary Endpoint | week 52 wit RM/PEOT/Death=NR. interventions (CMH), Week 52
— SRI(4) modera tf
severe SLE
Supplementary Analysis | SRI(4) response at Asian adults o strategy where RM, Deaths, | Difference in proportions between | 4.2.2.5
of the Key Secondary week 52 with PEOT d lack of therapeutic interventions (CMH; multiple
Endpoint — targeting the moderate-to- | respongé = imputation), Week 52
impact of PEOT due to severe SLE Hypoth gy where PEOT due
different reasons to COVID | = R
Treatment policy 'edPEOT not due
to lack of therapeuti; or
COVID lockdown = igllore
Supplementary Analysis | SRI(4) response at Asian adults | Composite strategy where Difference in proportions between | 4.2.2.5
of the Key Secondary week 52 with RM/Death=NR hlkrvenﬁons (CMH), Week 52
Endpoint — targeting the moderate-to- | Treatment policy where
impact of PEOT severe SLE | ppoT = ignored
Supplementary Analysis | SRI(4) response at Asian adults | Composite strategy where in proportions between | 4.2.2.5
of the Key Secondary week 52 with RM/Death=NR intefventionsgfTipping point:
Endpoint — targeting moderate-to- | PEOT by tipping point analysis Pears ared test), Week
impact of different severe SLE 52
discontinuation rates
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Population level summary Details in

Statistical category ndpoint Population | Intercurrent event strategy (analysis) section

Supplementary Analysis onse at Asian adults | Composite strategy where Difference in proportions between | 4.2.2.5

of the Key Secondary week 52 with PEOT/Death=NR interventions (CMH)., Week 52

Endpoint — targeting the moderate-to- | Treatment policy where

impact of RM severe SLE RM = ignored

Supplementary Analysis | SRI(4) response sian adults | Composite strategy where Difference in proportions between | 4.2.2.5

of the Key Secondary week 52 with Death=NR interventions (CMH), Week 52

Fndpoint — targeting the Wm' Treatment policy where

impact of PEOT and RM e RM/PEOT = ignored

Subgroup Analyses of SRI(4) response at Asi omposite strategy where Difference in proportions between | 4.2.2.6

the Key Secondary week 52 with T/Death=NR. interventions (CMH), Week 52 by

Endpoint — SRI(4) moderate-to- subgroups

severe SLE

Objective 3: The proport

ion of participants who

group of those with baseline OCS >10 mg/day.

achieve an OC

Primary Analysis of the Reduction in OCS Asian adults Difference in proportions between | 4.2.3.4
Key Secondary Endpoint | dose to <7.5 mg/day with interventions (CMH)
—0CSs at Week 40, and moderate-to-
maintained through severe SLE
Week 52 with
baseline
OCS == L 4
10mg/day
Supplementary Analyses | Reduction in OCS Asian adults | Composite strategy where ference in proportions between | 4.2.3.5
of the Key Secondary dose to =7.5 mg/day | with RM/Death=NR 1@15 (CMH)
Endpoint — targeting the | at Week 40, and moderate-to- | Treatment policy where
impact of PEOT maintained through severe SLE PEOT = ignored O
Week 52 with
baseline &
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Population level summary Details in

Statistical category ndpoint Population Intercurrent event strategy (analysis) section

OCS ==

10mg/day
Supplementary Analysis | Reducti Asian adults | Composite strategy where Difference in proportions between | 4.2.3.5
of the Key Secondary dose to =7.§1 y | with RM/Death=NR interventions (Tipping point:
Endpoint — targeting the | at Week 40, derate-to- [ PEOT by tipping point analysis Pearson’s chi-squared test)
impact of different maintained thro severe SLE
discontinuation rates Week 52 wit

b

C

10n f
Supplementary Analysis | Reduction in OCS Asian adutlts | Co ite strategy where Difference in proportions between | 4.2.3.5
of the Key Secondary dose to 7.5 mg/day with P th=NR interventions (CMH)
Endpoint — targeting the | at Week 40, and moderate-to- reaty olicy where
impact of RM maintained through severe SLE | =i ed

Week 52 with

baseline

OCS == / *

10mg/day
Supplementary Analysis | Reduction in OCS Asian adults | Composite strategy Dedth=NR Difference in proportions between | 4.2.3.5
of the Key Secondary dose to =7.5 mg/day with Treatment policy where interventions (CMH)
Endpoint — targeting the | at Week 40, and moderate-to- | PEOT/RM=ignored
impact of PEOT and RM | maintained through severe SLE P

Week 52 with

baseline

OCS ==

10mg/day Q
Subgroup Analyses of Reduction in OCS Asian adults | Composite strategy where Dif] ortions between | 4.2.3.6
the Key Secondary dose to <7.5 mg/day | with RM/PEOT/Death=NR interventio; ) by
Endpoint — OCS at Week 40, and moderate-to- subgroups
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Population level summary Details in
Statistical category ndpoint Population | Intercurrent event strategy (analysis) section
through severe SLE
52 with
baseline
OCS ==
10mg/day
Objective 4: The annualized flare rate thra weeks
Primary Analysis of the Annualized flare rate | Asi Its | Treatment policy where Ratio of anifrolumab group 4244
Key Secondary Endpoint | through Week 52 RM/PEOT/Death = ignored compared to placebo group in
— Flares mo( annualized flare rates (Negative
seve binomial regression model) over
52-weeks
Sensitivity Analysis of Annualized flare rate | Asian adults policy where Ratio of anifrolumab group 4.2.4.5
Key Secondary Endpoint | through Week 52 with Death = ignored compared to placebo group in
— tipping point analysis moderate-to- annualized flare rates (Negative
severe SLE binomial regression model) over
52-weeks
Supplementary Analysis | Annualized flare rate | Asian adults | While on trea Ratio of anifrolumab group 4246
of Key Secondary through Week 52 with Treatment policy eath = compared to placebo group in
Endpoint moderate-to- | jgnored. annualized flare rates (Negative
severe SLE binomial regression model) over
52-weeks
Supportive Analysis of Time to first flare Asian adults | Treatment policy where stimated Hazard ratio between 4.2.4.7
Key Secondary Endpoint | through Week 52 with RM/PEOT/Death = ignored rentions by Cox PH model
moderate-to-
severe SLE
Subgroup Analyses of Annualized flare rate | Asian adults | Treatment policy where 4.2.4.8
the Secondary Endpoint | through Week 52 with RM/PEOT/Death = ignored
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Objective 5: The proportion of pa
activity score at Week 12

moderate-to-
severe SLE

binomial regression model) over
52-weeks by subgroups

in the sub-g

Primary Analysis of the
Secondary Endpoint —
Skin Lesions

=50% reduction 1

CLASI score

s with a >50% reduction in Cutaneous Lupus Erythematosus Disease Area and Severity Index (CLASI)
those with baseline CLASI activity score >10.

1an adults
with
mo te-to-

CLASI
activity
score >= 10

q e |
wit
base /

Composite strategy where

RM/PEOT/Death=NR

Difference in proportions between
interventions (CMH)., Week 12

4.2.54

Supplementary Analysis
of the Secondary
Endpoint — targeting the
impact of burst and
taper.

=50% reduction in

CLASI score

Asian adults
with
moderate-to-
severe SLE
with
baseline
CLASI
activity
score >= 10,
excluding
subjects
administered
a burst and
taper of OCS
or
Intramuscula
r (IM)

Compogite strategy where
RM/P
'/, ‘

Difference in proportions between
interventions (CMH), Week 12

4.2.5.5
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Population level summary Details in
Statistical category ndpoint Population | Intercurrent event strategy (analysis) section
steroids
during the
first 12
weeks of
treatment
Supportive Analysis of Change from ba: @ Asian adults | Treatment policy where Difference in mean change from 4256
the Secondary Endpoint - | in CLASI activity Wit PRM/PEOT/Death=ignored baseline between interventions

change from baseline in
CLASI activity and
damage score

and damage score.

(repeated measures model). over
time up to Week 52

in the sub-group of those with > 6 swollengan

I:dnd placel

Objective 6: To assess the difference between anifrolumal
tender joints at Week 52

tender joints at baseline

pn the proportions of participants with reduction in the number of swollen and

the Secondary Endpoint
— joint count

joint counts at Week
52

with
moderate-to-
severe SLE

RM/PEOT/Death=NR

i Week 52
Difference’i
interventi U—l)

Primary Analysis of the 50% improvement in | Asian adults | Compo trategy where Difference in proportions between | 4.2.6.4
Secondary Endpoint — joint counts at Week | with /Death= interventions (CMH)
joint count 52 moderate-to-
severe SLE
with > 6 / *
swollen and /
> 6 tender
joints at O
baseline
Supportive Analysis of Change from baseline | Asian adults | Treatment policy where Difference in mean change from 4265
the Secondary Endpoint | in number of swollen, | with PRM/PEOT/Death=ignored line between interventions
— Change from baseline tender and active moderate-to- ted measures model), over
in the number of joints joints severe SLE
Supportive analysis of 20% improvement in | Asian adults | Composite strategy where roportions between | 4.2.6.6
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Population level summary Details in
Statistical category ndpoint Population Intercurrent event strategy (analysis) section
with = 6
O swollen and
/ = 6 tender
joints at
@ baseline
Supportive analysis of 20% and SO%ﬂian adults | Composite strategy where Difference in proportions between | 4.2.6.6
the Secondary Endpoint | improvement in jo: Wit RM/PEOT/Death=NR interventions (CMH)
— joint count counts at Week 52 mgderate-to-
sev
wit
swollen r
> 8 tender
joints at
baseline
Objective 7: To evaluate the population pharmacokinetics (PK), immun @ nd pharmacodynamics (PD) of anifrolumab.
Primary analysis of other | Anifrolumab Asian adults | Included all tured during Descriptive statistics 4.2.7
Secondary Endpoint - concentration and PK | with double blind treati perfod and 428
pharmacokinetics, parameters, ADA, moderate-to- | follow-up period i %& regardless 429
immunogenicity, and 21-gene type I IFN severe SLE of treatment discontthugdfion, gelayed
pharmacodynamics gene signature, and/or irrespective of ol
dsDNA antibodies, adherence
C3, C4, and CH50
levels
Objective 8: To explore the difference between anifrolumab and placebo on measures of disease activity uding levels of SRI response other than 4,
BICLA and SRI(4) dual response, the individual components of BICLA and SRI, LLDAS, as well as BI RT over time
Primary analysis of The individual Asian adults | Treatment policy where nean change from 4.2.10
exploratory Endpoint - components of with PRM/PEOT/Death=ignored interventions;
individual components of | BICLA and SRI moderate-to- Descriptive cs
BICLA and SRI severe SLE @
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response, BILAG-2004,
SLEDAI-2K and PGA

Exploratory Endpoint —
Change in SDI

Week 52

with
moderate-to-
severe SLE

T/

Primary analysis of Asian adults | Composite strategy where Difference in proportions between | 4.2.11
Exploratory Endpoints - with RM/PEOT/Death=NR interventions (CMH), over time 4212
SRI(5). SRI(6). SRI(7). derate-to- up to Week 52 14213
SRI(8), BICLA and BICLA and SRI severe SLE 4214
SRI(4) dual response, dual response, Maj

Major Clinical Response, | Clinical Response, f

Partial Clinical Partial Clinical

Response, LLDAS. Response. LLDAS bﬂ

Objective 9: To assess the difference between anifrolumab®nd placebd¥en measures of organ damage, i.e., Systemic Lupus International
Collaborating Clinics/American College of Rheumatology Damageds DI) at Week 52.

Primary analysis of Change in SDI at Asian adults 1t policy where Descriptive statistics 4.2.15

outcome measures at Week 52.

Objective 10: To assess the difference between anifrolumab and placebo on pa

ported health

status, and other participant reported

Primary analysis of
Exploratory Endpoints —
Lupus QoL, EuroQoL 5
dimensions (EQ-5D-5L),
Work productivity and
activity impairment
(WPATI)-Lupus, and
Medical Resource Use
Questionnaire

Lupus Quality of life
(QoL). EuroQoL 5
dimensions (EQ-5D-
5L), Work
productivity and
activity impairment
(WPAI)-Lupus, and
Medical Resource
Use Questionnaire at
Week 52

Asian adults
with
moderate-to-
severe SLE

Treatment policy wher

Repeated Mean difference

PRM/PEOT/Death=ignore

between interventions by repeated
measures model for Lupus QoL,
-5D-5L and WPAI-Lupus;
iptive statistics for EQ-5D-
AT-Lupus and medical

@e questionnaire

4.2.16
4.2.17
4.2.18
4.2.19
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Population level summary Details in
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Objective 11: To evaluat and tolerability of anifrolumab.
Primary analysis of Asian adults | Includes all data captured during the Descriptive statistics 4.6.2
Safety Endpoints — with double-blind treatment period in
Adverse Events, Clinical moderate-to- | analyses regardless of treatment
Laboratory, rere SLE discontinuation, delayed and/or
Elech‘ocart.iiogra:am Clinical laborato irrespective of protocol adherence 163
(ECGs). Vm.il 51g.:ns_. C- parameters (clinical
SSRS, Cushingoid chemistry,
features hematology and
urinalysis) /
Vital signs, and ECG 4.6.4
4.6.5
C-SSRS 4.6.6
Cushingoid features 4.6.7
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4.2.1 Primary Endpoint
4.2.1.1 Definition

The primary endpoint used to evaluate the effect of anifrolumab compared to placebo on
disease activity is the difference in the proportion of participants achieving BICLA
@ response at Week 52, where a participant is a BICLA responder if all the following criteria

yet
Qeduction of all baseline BILAG-2004 A to B/C/D and baseline BILAG-2004 B to

Nand no BILAG-2004 worsening in other organ systems, as defined by >1 new
[L AG#2004 A or >2 new BILAG-2004 B.

o No wo@g from baseline in SLEDAI-2K, where worsening is as defined as an
0

increase @ne of >0 points in SLEDAI-2K

. No worsening froWne in participants’ lupus disease activity, where worsening
is defined by an in€re .30 points on a 3-point PGA VAS

A participant is considered to have achigvedBICLA response sustained up to Week 52 if a
response is achieved at Week 52 with™* 0" defined as the first timepoint from Study
Day 1 where a BICLA response is achieve@naintained through Week 52.

<,

The following participants are considered as having % riteria for BILAG and PGA
VAS, respectively.

In addition, time to onset of a Pmres onse that is sustained up to Week 52 is assessed.
I‘h tih

4.2.1.2 Derivations

e Participants with no BILAG A or B at baseline and no wor
where worsening is defined as: >1 new BILAG-2004 A or >2wae¥

LAG—2004 B,
e Participants with a baseline PGA VAS score > 2.7. @

4.2.1.3 Handling of Dropouts and Missing Data c

If any of the criteria cannot be evaluated at any visit up to Week 52 (e.g., due o 0
values), the data for that criterion is imputed using LOCF and BICLA response is Q
based on the complete data. This applies only once. Missing data after LOCF will be
imputed as non-responder. For example, if any of the Week 52 criteria data is missing and

Week 48 data is not missing, the missing Week 52 criteria data will be imputed using the /‘

corresponding Week 48 data. Otherwise, the participant is defined as a BICLA non-
responder at Week 52. @

nX organ systems
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4.2.14 Primary Analysis of Primary Endpoint

The intercurrent events: PEOT, RM and death are unfavourable outcomes. Therefore,
participants with these intercurrent events will be non-responders from the time such events
occur.

@ For the primary analysis, Bayesian inference will be performed for the estimation of the
ent difference on BICLA response at Week 52 in the Asian population. A robustified

pI‘lOI‘ approach will be adopted to partially extrapolate the response rates of
b 300mg and placebo groups in the pooled study 05 and study 04, to this study.

us mixture prior approach closely follows the MAP prior approach as
descu hn:udh et al (2014).

Informative

First, an informat%' structed by pooling results from study 05 and study 04. We
assume the number of re s in the placebo and anifrolumab 300mg groups of study 05
and study 04, denoted as Y; 1,2; k = 0,1, follow binomial distributions,

Yire ~ (Npie» i)
where h = 1, 2 represent study 05 and stu , k=0, 1 represent placebo and anifrolumab

300mg groups, Ny, k = 0,1 represent the gfimber of participants in the placebo and

Ssand study 04 respectively, and .,
k=0, 1 represent the probability of being a resp8 @ 1 ggbo and anifrolumab 300mg
groups respectively. Let ¥y, k = 0,1 be the number 1fmders and Ny, k = 0,1 be the
number of participants in the placebo and anifroluma m@roups in the current study.
Therefore Y, follows a binominal distribution with par T, kK20, 1. The informative

prior for 7, is chosen as beta distribution with parameters (a;

Pak (x| Vo h = 1,2) = Bem(ﬂk; bk);k = ,

where Beta(a, b) 1s the beta function

Beta(a,b) = f t1(1 - t)P1d, /O
0

and (ay, by, ) are to be estimated from the results of study 05 and study 04. Given the 0
homogeneous response rates from study 05 and study 04 as shown in || G
S of the CSP v3.0, we take (ag, by) = (112,254) and (a4, b;) = (171, 189) from the
pooled results from the placebo and anifrolumab 300mg groups respectively. The choice of
(ay, by) can be interpreted in a way where a,, represents the number of responders and

anifrolulmab 300mg groups respectively in

a; + by, represents the number of participants in that group.
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Robustified mixture prior
We construct a robustified mixture prior for 1y, as
Purk () = w * Py () + (1 — w) * Beta(1,1),k = 0,1

€ Puy is the estimated informative prior, and the second component Beta(1,1) is the
informative, flat prior. The weight term, w is the prior (initial) weight to place on the
ata in the mixture distribution above. It can range between 0-1 and represents the a
p e of relevance the source data has to the target population.

At CDL] ixture prior distribution Pygy is then updated with observed data on the
target pop .e. our current trial data results. Importantly, the prior weight w, is also
updated to po ight. This accounts for any conflict between the informative prior
based on the sour a and the observed data. Therefore, in the posterior estimation, the
source data can be further ounted if results in target population are observed to be very
different than results of ta.

This produces posterior distributions of thg response rates in Asian population that borrows
from what is already known about the 8¢ rates in study 05 and study 04. By the
conjugate properties of beta-binomia tion, the posterior distribution can be
estimated as

Durk (1 |Yy) = W * Beta(ay @ Ye) + (1 — W)

+ Beta(1 + Y, 1 TV, /,’k =01
@
10N 4

where W is the updated mixture weight, N, and Y, are th ers of responders after
applying the intercurrent event strategy as mentioned in ! The MCMC
analysis will be used to estimate the posterior distribution of thg ety in the model.

Analyses /

I prior weight ] will be used for the primary analysis for réspomse at
Week 52. Posterior median estimates for the treatment difference and the co i

[l credible intervals will be presented. Posterior probabilities of efficacy (tre

difference greater than 0), i.e. P(t; — m, > 0|data), will also be estimated and co

with a number of thresholds including | I Rcsults across a range o(@ :

weights will be also presented as for the primary endpoint.
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4.2.1.5 Supportive Analysis of the Primary Estimand - Stratified Cochran-Mantel-
Haenszel (CMH) approach

This estimand answers a clinically relevant question comparing the proportion of
participants able to both complete the study treatment and to achieve adequate response
without further medication being required. The summary measure is the difference in the

anifrolumab to the placebo groups.

%ﬂtion of subjects achieving BICLA response at Week 52 using the FAS, comparing

1 pothesis is that the proportion of participants achieving BICLA response on
ani mal isgequal to that on placebo. The alternative hypothesis is that the proportion of

partici chieving BICLA response on anifrolumab is not equal to that on placebo, i.e.,
H.: difference in propgrtion achieving BICLA response (anifrolumab vs Placebo) # 0

The proportion of partic chieving BICLA response in the anifrolumab treatment
group will be compared to the placebo group using a CMH (Clowse et al, 2017)

stratified by:

Ho: differencey n achieving BICLA response (anifrolumab vs Placebo) = 0

e SLEDAI-2K score at screening ;
If different measurements are available
rescreening will be used.

s versus >10 points).

re-screened participants, the value at

e Randomization (Day 1) OCS dose (<10 g/ rsus >10 mg/day prednisone or
equivalent). For the classification, the deriv j)@ rounded to 1 decimal place

will be used.
e Region (mainland China versus not mainland Chinao

programmatically from the data recorded in the database. Regio il China versus
non-mainland China) stratum will be taken as recorded at randomizati e Interactive
voice/web response system (IXRS). Strata with low counts will be pooléd djacent

has less than 20 participants (in the pooled treatment group), then all non-ma hina
region strata will be pooled together. If a sub-stratum within the mainland China rég
stratum has less than 20 participants (in the pooled treatment group), then within th¢

mainland China region stratum the SLEDAI-2K score <10 points sub-strata will be po@ :

together and the SLEDAI-2K score >10 points sub-strata will be pooled together. If any of

these two sub-strata within the mainland China region stratum still has less than 20

participants (in the pooled treatment group), then all China region sub-strata will be pooled @
together. If all not mainland China region sub-strata are pooled together and all mainland
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China region sub-strata are pooled together and any of these strata has less than 20
participants (in the pooled treatment group) then all strata are pooled together.

The analysis can be described as follows:

& A. There are njj participants in each stratum, where i is the stratum, and j is the treatment
oup. The number of participants achieving BICLA response is xj;. The proportion of
yrtlclpants achieving BICLA response is denoted as pjj = Xjj / nj.
each stratum, the difference in proportion of participants achieving BICLA
is calculated as d; = piy — pir, where A and P denote the different treatment

gr rolumab and placebo, respectively).
C. Weig h stratum, w;, are calculated as nip * nis / (nia + nip). The weighted
dlfferen ated as:
Z w;i dl
Zwi

D. The standard error (S the weighted difference under the null hypothesis is given

Z[Wl Var (d;)] Oﬁ

Ewy)?
E. For deriving the CI for the weightg @

applied to the variance, providing a
applied to all strata and is derived as fi
* — p*. * 1— *
Var (d;) =24 (A=)  Pip 7P ip) withé/.
nia Nip /
. _ xij+2
p ij h nij+4

The 95% CI can be generated using the weighted differen

The value of the test statistic is calculated as V;/—E The p-value fro o-sided test
of no difference in treatment groups is calculated as 2(1 — Prob ( @ ob()

is the distribution function of the standard normal distribution.

SE =

ence in proportions, a correction will be
more accurate coverage. This will be

F. The 95% CI for the weighted proportion =—— 2iv lp” in a treatment group j can be gene®

using a normal approximation and assuming 1ndependence between strata, where pij

are used as above. Oﬁ
P*i F(1- p*i )
Sij ©=Var (py) =— ngj ] @

SE_Z lel Sl] _Zl

J w2
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The 95% CI can be generated using the weighted proportion + 7975 *SE;.

If the resulting lower or upper limit is <0% or >100%, it will be set to 0% or 100%,
respectively.

The estimated treatment effect (i.e., the difference in response rate for anifrolumab versus

ted. In addition, the estimated response rate (weighted proportion) and the
nding 95% CI within each treatment group will be presented.

&bo), corresponding 95% CI, and 2-sided p-value for the difference at Week 52 will be

Longi@l esentations of results over time (i.e., for each post-baseline visit up to Week

52) base me CMH analysis, with the corresponding 95% CI, will be created. Line

plot will be dte accordingly.

4.2.1.6 Supp Anal
on odds ratio

The proportion of partic ieving BICLA response at Week 52 in the anifrolumab
treatment group will be conig fhat in the placebo group using a logistic regression
model with treatment arm and the stratifigéition factors as covariates. The results of the
analyses will be presented using odd@(), together with associated 95% CI.
Bayesian inference will be performed for the’estimation of the OR on BICLA response at
Week 52 in the Asian population. A robust hai ior approach will be applied to
partially extrapolate the treatment effect obser (%)al study to this study. This

approach was reviewed and evaluated for belimuma enous infusion in children 5 to
17 years of age with SLE (FDA: BLA 125370/s-064 761043/5-007).

sis of the Primary Estimand — Bayesian Borrowing based

The pooled result of Study 04 and Study 05 is used as an informagive paior distribution on
the OR of BICLA response rate in this study. The log odds rati@log(OR) fer BICLA

&dy and let
Pa(6,) ~ N(log(2.03),0.15%) O/

where 2.03 is the observed OR for BICLA at Week 52 from the pooled global dat@@

response is assumed normally distributed. Let 8, be the log(OR) 16
Pq(8,) be the informative prior for 6,. Therefore,

anifrolumab versus placebo and 0.152 is the variance of the OR represented as the stan
error squared.

The robust mixture prior 8, is constructed, as / @

w * P (6,) + (1 — w) * N(0,02 ) where N(0, 08,y ) represents the non-

informative prior assuming an OR = 1 representing no difference in the treatments resulting
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in a mean of 0 [i.e., log(1) = 0] and a standard deviation consistent with information from
one participant. The term w reflects the prior amount of weight given to the informative
component of the prior and 1 — w is the remaining weight that is given to the non-
informative component.

@ Once this data collection is complete, this mixture prior distribution is updated with the
ed study results, and inference is conducted on the resulting posterior distribution.
antly, the prior weight, w, is updated based on the observed data in order to account
conflict between the informative component of the prior based on the global data

an rved data. Therefore, in the posterior estimation, additional weight can be
given ative component of the prior if Asian are observed to be similar, or the
informati nent can be discounted if results in Asian are observed to be very

different. Th duces a posterior distribution of the treatment effect in Asian that
dynamically borr m what is already known about the treatment effect in the pooled
result of Study 04 afid Stu

Prior weight ranging from Q to w = 100%, with a step size of 5%, will be used for
the analysis for BICLA resp eek 52. Posterior median estimates for the OR, the

corresponding ] credible intervals a terior probabilities of efficacy (treatment

difference greater than 0), i.e. P(OR ), will be presented.

4.2.1.7 Supplementary Analyses of tie Pri Endpoint

4.2.1.7.1  Supplementary Analysis of the Pri point — targeting the impact of PEOT
due to different reasons V'S

A supplementary analysis for BICLA response is to/ impact of PEOT due to

different reasons by combining composite, treatment poliCy and hypothetical strategies to
OT due to lack of

therapeutic response (after blinded review of the discontinuatiox , see Section 3.3.7
for details) will result in a non-responder (NR) status per compoSite,s Oy PEOT due to
COVID lockdown will be handled per hypothetical strategy. PEOT ngt d lack of
therapeutic response or COVID lockdown will be ignored per treatmen@

death will still be handled using composite strategy and will be imputed as non-r ders
from the time such ICEs occur up to week 52. More details on the derivation O

handle PEOT due to different reasons. That is, intercurre ents @ a

specified as below.

response, they will be imputed as non-responders from the time such ICEs occur up to

Week 52. For subjects with PEOT due to COVID lockdown, data after PEOT will not be

used and will be imputed. Intermediate and terminal missing values for BILAG-2004, @
SLEDAI-2K and PGA will be imputed separately for each BICLA component using

multiple imputation under the assumption of missing at random. Missing values of BICLA

For subjects with intercurrent events of RM, death and PEOT due to lack of therapeuti@ :
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are imputed based on the imputed values of the BILAG-2004, PGA and SLEDAI-2K
components.

For each outcome and visit, 100 imputations are generated by randomized treatment group.
The procedure is initiated with a seed of 12345. For analysis, each imputed dataset is

analyzed separately using the CMH approach described in Section || | NN
.5, and the single estimates 1s combined using PROC MIANALYZE. Each component

1 ted as follows:
0@ [LAG-2004 is imputed as a binary variable reflecting the BICLA criterion, i.e.,
“Reeduction of all baseline BILAG-2004 A to B/C/D and baseline BILAG-2004 B
and no BILAG-2004 worsening in other organ systems, as defined by >1
-2004 A or >2 new BILAG-2004 B”. This binary BILAG variable
it 1 at visit t 1s modelled as BILAG;g~Binomial (1, mip) where mig=
G BILAGqq-1)+ 6 [LAGisp) for t>1 and mjy= 6 for t = 1 (Week 4).
Independent If priors are specified for 8o, 61 and 6>. 10,000 burn-in
iterations are us ed by 10,000 main iterations. Imputations are then
U y E&

taken from every itetation of the main chain (i.e., after burn-in).

ure imputed values are non-negative.

Specify MAXIMUM=105 to avoi ion of values above the maximum

possible score. 10,000 burn-in iteratio &l, with 100 iterations between
each imputation.

. PGA will be imputed in the same way as SLE]QK t core but using
MAXIMUM-=3 (mnstead of MAXIMUM=105). °

The estimated treatment effect, corresponding 95% CI, and 2-side p{ or the

difference at Week 52 will be provided using the same method as presefit ection £

RIRREIFI M.

4.2.1.7.2  Supplementary Analysis of the Primary Endpoint — targeting the imp cT
A supplementary analysis for BICLA response at week 52, using the CMH approach
described in Section 4.2.1.5, is repeated removing the criterion of PEOT. Therefore, P

does not result in a NR status, RM is retained as part of the composite endpoint definition O
and thus results in a NR status. Death is imputed as NR from the time such events occur up /

to Week 52.
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The estimated treatment effect, corresponding 95% CI, and 2-sided p-value for the
difference at Week 52 will be provided using the same method as presented in Section
4.2.1.5.

4.2.1.7.3  Supplementary Analysis of the Primary Endpoint — targeting the impact of
different discontinuation rates; based on tipping point analysis

er to examine the impact of different discontinuation rates between treatment groups,
1pping point analysis will be performed if p-value for the primary analysis is <= 0.05. This
will vary the assumptions about outcomes among the subsets of participants on the

tr s who prematurely discontinue IP and can be described as:
e The igns of participants achieving BICLA response will be analyzed using a
Pearson s chigsquared test, thus the stratification factors that are used in the main analysis

(CMH) w1 >garded. Since the strata will be balanced in respect of treatment
assignment by €o stratified randomization scheme used, the only impact of this
simplification shoul that the inferences from the unstratified analysis will be

somewhat conservativ

e For the primary analys1s@101p r

who prematurely discontinue IP having not
received restricted medlcatlons prad @

continuation of IP are by definition, imputed
se participants will be altered from non-

S8 %ches from not achieving BICLA
response to achieving BICLA response, and the P€argén’s chi-squared test is re-run. The
results (statistical significance) are presented in X@ere the x-axis and the y-axis
represent the added number of participants assumed achieyang BICLA response for
placebo and anifrolumab 300 mg, respectively. The region wk
will be considered as the tipping point.

conclusion changes,

4.2.1.7.4  Supplementary Analysis of the Primary Endpoint - targetl/ pact of RM

A supplementary analysis for BICLA response, using the CMH approa
Section 4.2.1.5, is repeated removing the criterion of RM. Therefore, this an %s not
consider participants as NR if they have used restricted medications. The PEOT:
considered as NR and Death is imputed as NR from the time such events occur up

52.

The estimated treatment effect, corresponding 95% CI, and 2-sided p-value for the /‘
difference at Week 52 will be provided using the same method as presented in Section @
4.2.1.5
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4.2.1.7.5  Supplementary Analysis of the Primary Endpoint - targeting the impact of PEOT
and RM

A supplementary analysis for BICLA response, using the CMH approach described in
Section 4.2.1.5, is repeated removing both the criterion PEOT and RM. Therefore, PEOT
and/or RM do not result in a NR status. Death is imputed as NR from the time such events
@ occur up to Week 52.

a timated treatment effect, corresponding 95% CI, and 2-sided p-value for the
ce at Week 52 will be provided using the same method as presented in Section

tically classified as responder due to their baseline VAS and/or BILAG

4. @
4.2.1.7. @mentary Analysis of the Primary Endpoint - targeting the impact of being
s

A supplementary @ 1s using the CMH approach described in Section 4.2.1.5 is
performed excluding fr%ualysis those subjects with no BILAG A or B at baseline, as
well as participants wit i

Qe PGA VAS score > 2.7.

The estimated treatment effect, ﬁponding 95% Cl, and 2-sided p-value for the
difference at Week 52 will be provided the same method as presented in Section
4.2.1.5

4.2.1.7.7  Supplementary Analysis of the @ point — Time to BICLA response
Time to BICLA response sustained up to We efined as the visit of first BICLA
response which is sustained up to, and including .Subjects without a BICLA
response sustained up to Week 52 are censored at thé’d ast available BICLA
assessment up to and including Week 52 during the dout@;d treatment period. BICLA
response is defined in Section 4.2.1.1.

The PEOT, RM and death are intercurrent events. Subjects wit ) and/or death
will be considered NR (not achieving a sustained BICLA response) fi date they
prematurely end treatment, take restricted medications or death respectiyely, through to and
including Week 52. Subjects who are WDS status are handled by censoring @'

from the date of the WDS. /

The supportive outcome of time to BICLA response sustained up to Week 52 is anQ

using a Cox proportional hazard models (using a profile likelihood approach with

ties=Efron) including the covariates of treatment and the stratification factors. The O
estimated hazard ratios and corresponding Cls will be presented for the effect of the /\
treatment group. Furthermore, the time to BICLA response sustained up to, and including, @
Week 52 will be presented as Kaplan-Meier plot including the number of participants at

risk at each visit.
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4.2.1.8 Subgroup Analyses

To explore the uniformity of the detected overall treatment effect on the primary endpoint
(i.e., only for the primary estimand excluding the supplementary and sensitivity analyses),
subgroup analyses may be performed for the following factors:

Region (mainland China versus not mainland China)

SLEDAI-2K score at screening (<10 points versus >10 points)

QS dose at baseline (<10 mg/day versus >10 mg/day prednisone or equivalent)
o Qle versus female)

e A % <65 versus >65 years)

e Onset o e (adult versus pediatric onset)

e BMI (<28, 8 kg/m?)
e [FN 4-gene tes hlgh low)

e ADA Result (posm time, negative, persistently positive, positive with
titer >median of maximum

e Baseline anti-dsDNA, C3 Ad C4 (ag st one positive/abnormal, all negative/normal)
Treatment effect is estimated by the strati MH model. A forest plot reporting response
rates, estimated differences with its 95% Clffor ent derived by the stratified CMH
model is presented overall and by subgroups:

4.2.2 Key Secondary Endpoint - SRI (4)
4.2.2.1 Definition

The key secondary efficacy endpoint, the assessment of disease
based on the difference in proportions between anifrolumab and Pla
at Week 52. SRI(4) is defined as a participant meeting all the followi

. Reduction from baseline of >4 points in the SLEDAI-2K will be derl asithegum
of the scores for all items. A >4 points reduction is reached if the chan f

baseline is <-4.

o No new organ systems affected as defined by 1 or more new BILAG-2004 A or @ :

ill be evaluated
0SRI(4) response

more new BILAG-2004 B items compared to baseline

J No worsening from baseline in participants’ lupus disease activity, where worsening
is defined by an increase >0.30 points on a 3-point PGA VAS
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4.2.2.2 Derivations
Not applicable.

4.2.2.3 Handling of Dropouts and Missing Data

If any of the criteria mentioned in the Section 4.2.2.1 cannot be evaluated at any visit up to

52 (e.g., due to missing values), the data for that criterion will be imputed using

F and SRI(4) response is derived based on the complete data. This applies only once.

data after LOCF will be imputed as non-responder. For example, if any of the
iteria data is missing and Week 48 data is not missing, the missing Week 52

criter@ ill be imputed using the corresponding Week 48 data. Otherwise, the

particip ed as a SRI(4) non-responder at Week 52.

4.2.2.4 ysis of Key Secondary Endpoint - SRI (4)

The same CMH a ch as described in Section 4.2.1.5 for the primary endpoint is used to
estimate the treatment diffgfénce between anifrolumab and placebo as well as the response
rates. Nominal p-values @i g esented for Week 52 only. Using the same CMH
approach, longitudinal preséntafton8,of the results over time (i.e., for each post-baseline

visit up to Week 52 during double blind tggatment period) is created.
The estimated treatment effect, con@ 95% CI, and 2-sided p-value for the

difference at Week 52 will be provided usi e same method as presented in Section
4.2.1.5.

4.2.2.5 Supplementary Analyses of Key S dpoint

A supplementary analysis to assess the impact of P different reasons by

combining composite, treatment policy and hypothetical §trategies tg,handle PEOT due to
different reasons is performed using the similar method as describ€d
where component of BILAG-2004 is imputed as a binary variak
criterion, i.e., “No new organ systems affected as defined by 1 ort
or 2 or more new BILAG-2004 B items compared to baseline”.

Supplementary analyses targeting the impact of intercurrent invents: PEOT @nd/o are
performed following the strategy discussed in Section 4.2.1.7.2,4.2.1.7.4 and 42"

An analysis to examine the impact of different discontinuation rates based on tippin p@
analysis is performed following the strategy discussed in Section 4.2.1.7.3 by replacing
BICLA response by SRI(4) response, if the nominal p-value is <= 0.05 for the primary
analysis of SRI(4). /‘

4.2.2.6 Subgroup Analyses @

The subgroup analyses will be performed for the following stratification factors, i.e.
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e Region (mainland China versus not mainland China)
e SLEDAI-2K score at screening (<10 points versus >10 points)

e OCS dose at baseline (<10 mg/day versus >10 mg/day prednisone or equivalent).

4.2.2.4.

y Key Secondary Endpoint - OCS
4@ Definition

T anifrolumab versus placebo on the ability to reduce the OCS dose in
partictpants with baseline OCS >10 mg/day prednisone or equivalent will be evaluated. A
maintaine duction is defined as meeting all the following criteria:

@ The analysis methods are the same as described above for SRI (4) endpoint in Section

. Achieve an se of <7.5 mg/day prednisone or equivalent by Week 40.

. Maintain an OCS WS mg/day prednisone or equivalent from Week 40 to Week
52

A maintained OCS dQ ed as no dose increase (i.e., no dose greater than the
dose at Week 40 + 1 day )éetween eek 40 + 2 days and Week 52, inclusive. The
date used for Week 52 is the dassessment used for efficacy analysis
(SLEDAI-2K, PGA and BILAG) in t me window of Week 52 (as described in

Section 3.3.2). If no such assessment £4lls imtoghe respective time window, then the
target date for the timepoint will be u .

*
The derivation of the prednisone equivalent daily o%ven in Appendix 7.4.

4.2.3.2 Derivations
The dose of OCS at Week 40 used in the evaluation of this endp e dose on the date

of Week 40 + 1 day. *

The date used for Week 40 is the date of last assessment used for eff( lysis
(SLEDAI-2K, PGA and BILAG) in the time window of Week 40 (as de Section
3.3.2). /
4.2.3.3 Handling of Dropouts and Missing Data O

If any of the conditions cannot be evaluated at Week 52 (e.g., due to missing values) tr@
participant is considered as not reaching a maintained OCS reduction.

used instead.

If there is no assessment in Week 40 window, then the target date for the timepoint will be / @
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4.2.34 Primary Analysis of Key Secondary Endpoint - OCS

The same CMH approach as described in Section 4.2.1.5 for the primary endpoint will be
used to estimate the treatment difference between anifrolumab and placebo in subjects with
baseline OCS >10 mg/day prednisone or equivalent. Nominal p-value is presented for
Week 52 only. For the stratified CMH analyses, the stratification factors will be reduced to
@ AI-2K score at screening (<10 points versus >10 points) and region (mainland China
us not mainland China).

Supplementary Analyses of the Key Secondary Endpoint

agyPanalyses targeting the impact of intercurrent invents: PEOT and/or RM are
&g the strategy discussed in Section 4.2.1.7.2,4.2.1.7.4 and 4.2.1.7.5.

Another sup alysis to examine the impact of different discontinuation rates
based on tipping @Wsis is performed following the strategy discussed in Section
4.2.1.7.3 by replacing BIC sponse by maintained OCS reduction, if the nominal p-
value is <= 0.05 for pri sis of maintained OCS reduction.

For subjects with baseline O ﬁ-‘g/da prednisone or equivalent, a shift table of
reaching a maintained OCS reduction a 52 (as defined in Section 4.2.3.1) versus
achieving BICLA response at Week ined in Section 4.2.1.1) will be provided.

4.2.3.6 Subgroup Analyses

The subgroup analyses will be performed forthg @ ing stratification factors excluding
the subgroup OCS dose at baseline (< 10 mg/da

mg/day prednisone or
equivalent), i.e.

e Region (mainland China versus not mainland China)

e SLEDAI-2K score at screening (<10 points versus >10 poi .

The analysis methods are the same as described above for the maintar S reduction
endpoint in Section 4.2.3.4.

4.2.4 Key Secondary Endpoint - Flares < /.

4.2.4.1 Definition

The key secondary endpoint used to evaluate the effect of anifrolumab versus placQ
flares is the difference in annualized flare rate through Week 52.

B items compared to the previous visit (i.e., a worsening from an E, D, or C score to a B
score in at least 2 organ systems or a worsening from an E, D, C, or B score to an A score
in any one organ system compared to the previous visit).

A flare is defined as either 1 or more new BILAG-2004 A or 2 or more new BILAG-2004 O/\
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4.2.4.2 Derivations

The occurrence of a new flare will be checked for each available visit versus the previously
available visit up to Week 52. If no flare occurred, the number of flares will be set to 0.
Otherwise, all flares will be counted leading to a maximum number of flares of 13.

@ The annualized flare rate is calculated as the number of flares divided by the flare exposure
& in days multiplied with 365.25. The flare exposure time is the time up to the date of
S ilable BILAG-2004 assessment up to and including Week 52 during the double-
eatment period. It is derived as the date of last BILAG-2004 assessment minus date
of rs@ iggration of IP + 1.

For the su ary analyses of flares while on treatment, the flare exposure time is the
time up to thedate efalast,dose of IP + 28 days. It is derived as date of last dose of [P + 28
days - date of ﬁr IP + 1. All flares occurring within the double-blind treatment
period and the flare Xp%ﬁe are considered for this analysis.

4.24.3 Handling o Ds and Missing Data

Participants who prematurely digéontinue from treatment are analyzed according to the date
of last available BILAG-2004 assessme o and including Week 52, except for Section
4.2.4.6 on-treatment analysis. Missi eline BILAG-2004 assessments are imputed

using LOCF. This applies only once. Missi ost-baseline assessments after LOCF are
counted as no flare in annualized flare rate @nalys1

4.2.4.4 Primary Analysis of Key Seconda %m — Flares

The flare rate in the anifrolumab treatment group is €0 to the flare rate in the
placebo group using a negative binomial regression modgl. The response variable in the
model is the number of flares over the 52-week treatment period. Fhemodel includes
covariates of treatment group, and the stratification factors. Th ‘ {to base ¢) of the
follow-up time (flare exposure time as defined in Section 4.2.4.2)%s as an offset

variable in the model to adjust for participants having different expostir . If there are
less than 10 flare events in total for a subgroup based on stratification f: s than 2
events in either treatment group for that subgroup, then the corresponding sttatifi n
factor will be removed in the model. The estimated treatment effect and the co ing
95% CI, as well as the 2-sided nominal p-value are presented.

4.2.4.5 Sensitivity Analysis of Key Secondary Endpoint — tipping point analys&

the rate after withdrawal 1, is assumed to be the same as their rate before withdrawal A,
which itself is calculated based on their randomized treatment group and baseline
covariates included in the negative binomial regression model as section 4.2.4.4.

Firstly, a missing at random (MAR) analysis will be performed where for each participant O‘
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A tipping point analysis will then be performed if the p-value for the primary analysis is <=
0.05, where the rate after withdrawal will be modified to d2. A series of analyses will be
performed with a range of increasing deltas for the two arms (Jp and da for placebo and
anifrolumab 300 mg groups, respectively) so that one could assess at which point the study
@ conclusions would change from favorable to unfavorable, i.e., to identify a tipping point.

ys assessment, the placebo group is assumed to improve after withdrawal and the
1

lumab group is assumed to worsen after withdrawal. Therefore, log(dp) will be varied
-1.5 to 0 in increments of 0.5 and log(da) will be varied from 0 to 1.5 in increments of
i esponds to deltas between 0.22 and 1 for the placebo group and deltas

betwe a .5 for the anifrolumab 300 mg group. If statistical significance is
maintained’a the matrix of possible 6 combinations, the comparison is deemed robust
to missing data. Wor a given comparison, if a tipping point is observed with analysis at 0.5
increments, the 5ill be further refined down to 0.25 increments for the relevant
interval. For exampl€, if a tipping point is identified when increasing log(da) from 1 to 1.5,

the matrix will be expan clude also the value log(da) = 1.25. The values for o (and
the corresponding increme@ll be checked during the dry run and adapted as necessary.

4.2.4.6 Supplementary Andélysis of
treatment — targeting the

e Key Secondary Endpoint - Flares while on
¢t of PEOT

The flare rate in the anifrolumab treatment group will be compared to the flare rate in the
ﬁ(

placebo group using a negative binomial regression model as section 4.2.4.4. The response
variable in the model is the number of flare treatment (i.e., up to last
administration of IP + 28 days during the doubléibligd tf€atment period). The model
includes covariates of treatment group, and the strati fn factors. The logarithm (to base
e) of the follow-up time (flare exposure time as defined i#"Section 4.2.4.2) is used as an

offset variable in the model to adjust for participants hav iffere

gxposure times. The

estimated treatment effect and the corresponding 95% CI are preée
L 4

A summary of the annualized flare rate by descriptive statistics as'W ‘/ summary of the
number and percentage of participants with no flares, at least one fla ,&, 2 flares, and
3 or more flares, respectively, are presented by treatment group.

4.2.4.7 Supportive Analysis of the Key Secondary Endpoint /

Time to first flare is assessed for flares as defined in Section 4.2.4.1 . The time to
is derived as date of first flare minus date of first administration of IP. If the participan@
not have a flare, the time to flare is censored at the end of the flare exposure time (as O

defined in Section 4.2.4.2).

Cox proportional hazards models, as reported in Section 4.2.1.7.7, (using a profile @
likelihood approach with ties=Efron) including the covariates of treatment and the
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stratification factors are used to estimate the treatment effect. The estimated HRs and
corresponding 95% Cls are presented for the effect of the treatment group.

Time to first flare distribution is compared between anifrolumab and placebo using a
stratified log-rank test adjusting for the same randomization stratification factors used in the
stratified Cox model.

a 8 Subgroup Analyses

group analyses will be performed for the following stratification factors, i.e.

e Regi t%inland China versus not mainland China)
e SLE ore at screening (<10 points versus >10 points)
e OCSdos ing (<10 mg/day versus >10 mg/day prednisone or equivalent).

The analysis met r%me as described above for the flare rate endpoint in Section
4.2.4.4.

4.2.5 Other Second oint - SKin Lesions

4251  Definition &
The secondary endpoint used to evaltate ect of anifrolumab versus placebo on
inflammatory cutaneous lupus lesions in p Cip?ﬂtS}Vith baseline CLASI activity score

>10 is the difference in the proportion of pattigipasts,with >50% reduction in CLASI
activity score at Week 12. An at least 50% redut @ QSI activity score is defined as
meeting all of the following criteria: /

. Achieve >50% reduction of CLASI activity score @k 12 gompared to baseline.

4.2.5.2 Derivations

*
The CLASI activity score is defined in Section 4.1.6.1. A > 50% r %&'reached if the

percentage change is < -50%.

4.2.5.3 Handling of Dropouts and Missing Data

If any of the criteria cannot be evaluated at any visit up to Week 12 (e.g., due t

values), the data for that criterion will be imputed using LOCF and at least 50% re

in CLASI activity score derived based on the complete data. This applies only once. &

Missing data after the imputed LOCF value will be imputed as non-responder. For

example, if any of the Week 12 criteria data is missing and Week 8 data is not missing, the /\
missing Week 12 criteria data will be imputed using the corresponding Week 8 data.

Otherwise, the participant will be defined as not reaching a >50% reduction in CLASI @
activity score at Week 12.
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LOCEF records are not used in the repeated measures models.

4.2.54 Primary Analysis of the Secondary Endpoint — Skin Lesions

The analysis includes only subjects with baseline CLASI activity score > 10.

The same CMH approach as described in Section 4.2.1.5 for the primary endpoint will be

&to estimate the treatment difference between anifrolumab and placebo in subjects with

ine CLASI activity score >10. Longitudinal presentations of the results over time (i.e.,
post-baseline visit up to Week 52 during double blind treatment period) based on

thi \@ will be created.

4.2.5.5 mentary Analysis of the Secondary Endpoint — targeting the impact
busst and taper

A supplementary @ 81s is provided if at least 10 participants in a treatment arm have a
burst and taper of OCS or | tramuscular) steroids during the first 12 weeks of
treatment. The CMH anf'l 1 be repeated for the at least 50% reduction in CLASI
activity score (including ala at Week 12 excluding subjects administered a burst
and taper of OCS or IM steroid g the first 12 weeks of treatment. A burst and taper of
OCS or IM steroids is defined as an O ease above the daily dose at Day 1 or any IM
steroid dose.

4.2.5.6 Supportive Analysis of the Se€on ndpoint- change from baseline in
CLASI activity and damage sc

Change from baseline in CLASI activity score a damage score, respectively, are

analyzed using the repeated measures models with f f ts for baseline value,

treatment group, visit, treatment*visit interaction and tréion factors, and participant

as random effect. Covariance parameters will be estimated*fisin icted Maximum

Likelihood method and Kenward Rogers denominator degrees of om will be used for

the tests of fixed effects. An unstructured covariance matrix will'beas€delIn case of
convergence issues, the following alternative structures are used for 6@ that order):
1

Heterogeneous Toeplitz, heterogeneous AR(1) (1% order autoregressiv eneous
CS (compound symmetry), Homogeneous CS. Results will be presented in t€rms e
adjusted means for each treatment group, estimates of treatment differences, tated
2-sided Cls for each visit up to Week 52 during double blind treatment period. O

4.2.6.1 Definition
The endpoints used to evaluate the effect of anifrolumab versus placebo on joints are: @

4.2.6 Other Secondary Endpoint — Joint count 0:
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e Difference in the proportion of participants with at least 6 swollen and at least 6
tender joints at baseline who achieve at least a 50% reduction from baseline in both
the number of swollen and tender joints at Week 52;

@ A reduction of at least 50% is reached if all the following criteria are met:

The percentage reduction from baseline in both the number of swollen joints and the
number of tender joints, separately, is > 50%
AQ@int is defined as a joint with both swelling and tenderness.

4.2.6.2 A’ ations
Not applicab&

4.2.6.3 Han f Dropouts and Missing Data

If the change from baseli the number of swollen and tender joints cannot be evaluated
at any visit up to Week @ ue to missing values), the data for the change from
baseline is imputed using LOE }‘ applies only once. Missing data after LOCF will be
imputed as non-responder. For €ample, #any of the Week 52 criteria data is missing and
Week 48 data is not missing, the missi k 52 criteria data will be imputed using the
corresponding Week 48 data. Otherwise, t

i . ise, the participant will be defined as non-responder.
LOCEF records are not included in the repea& es models.

4.2.6.4 Primary Analysis of the Secondary l‘t‘— Joint count

For participants with at least 6 swollen and at least 6 t ]0ints at baseline, the same
CMH approach as described in Section 4.2.1.5 for the pr endpgint is used to estimate
the treatment difference between anifrolumab and placebo in th ions of participants

achieving an at least 50% reduction in both swollen and tender tively
Longitudinal presentations of the results over time (i.e., for each post— e visit up to
Week 52 during double blind treatment period) based on this analy51s ted. 95% Cls

will be presented.

4.2.6.5 Supportive Analysis of the Secondary Endpoint — Change from
the number of joints

treatment group, visit, and treatment*visit interaction stratification factors, and participant

The change from baseline in the number of active, swollen and tender joints, respectiv
is analyzed using the repeated measures models with fixed effects for baseline value, O
as random effect. Covariance parameters will be estimated using restricted Maximum ‘

Likelihood method and Kenward Rogers denominator degrees of freedom will be used for
the tests of fixed effects. Thereby, an unstructured covariance matrix is used. In case of
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convergence issues, the following alternative structures are used for fitting (in that order):
Heterogeneous Toeplitz, heterogeneous AR(1), Heterogeneous CS, Homogeneous CS.

4.2.6.6 Supportive Analysis of the Secondary Endpoint — Joint count

As a supportive analysis, the following endpoints will also be explored using the same
approach as described in 4.2.6.4:

e Difference in the proportion of participants with at least 6 swollen and at least 6
tender joints at baseline who achieve at least a 20% reduction from baseline in both
umber of swollen and tender joints at Week 52;
[ ]

at baseline who achieve at least a 20% reduction and at least a 50%
eline in both the number of swollen and tender joints at Week 52.

ten

ence in the proportion of participants with at least 8 swollen and at least 8
reducﬁ

4.2.7 Other Secon Endpoint — Pharmacokinetics

4.2.7.1 Definition

Due to the limited sampling f& the PK assessment will be primarily based on the
observed steady-state serum trough (pre;do8g) concentrations, C-trough. Maximum
concentrations after the first dose andghéydose at Week 48 will also be evaluated. Analyses
will be done by results of the baseline IFN @test (high versus low).

Individual concentrations will be reviewed ion from descriptive statistics by

identifying outliers and reviewing dosing info sample collection times.
Analysis to determine if the identified concentratio be excluded includes visual
inspection of PK-time profiles and comparison of des 1@%3 with identified
concentrations excluded and included.

4.2.7.2 Derivations L 4

Not applicable. /0

4.2.7.3 Handling of Dropouts and Missing Data

Anifrolumab serum concentrations reported as below the LLOQ (lower limio
quantitation) are marked as below the limit of quantification (BLQ) and be impute@
LLOQ/2 for analysis.

If not stated otherwise, all analyses of PK data is performed for the PK analysis set by IFN

4-gene test status (high/low/overall). @

Anifrolumab serum concentrations are summarized using descriptive statistics by IFN 4-
gene test status, visit and time point (pre-dose/post-dose) reporting n (number of non-

4.2.74 Primary Analysis of Other Secondary Endpoint — Pharmacokinetics 00
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missing values), nBLQ (number of BLQ values), geometric mean, geometric CV%,
arithmetic mean, SD, arithmetic CV%, median, minimum and maximum. If applicable, this
summary is repeated including individual concentrations excluded from descriptive
statistics.

Serum concentration-time profiles of anifrolumab are generated as plots of mean values
ding SD) by IFN 4-gene test status over time points in a semi-log scale and a linear
a his is presented for all values and additionally for values measured before
@tration (Cirough).

Indivi comgentrations excluded from descriptive statistics are listed.

Impact of @g antibodies (ADA) on PK will be explored. Anifrolumab serum
oniss

concentrati ed by ADA result (positive at any time (i.e.,

prevalence)/negat nd treatment group. Serum concentration-time profiles of
anifrolumab is further ge%i‘ by ADA result (positive at any time /negative) in a linear
scale; ADA positive group ehts each serum concentration-time profile while ADA
negative presents mean val gluding SD). Note ADA negative is defined as no positive

ADA results during the study (fieither at line nor post-baseline)
4.2.7.5 Supplementary Analys econdary Endpoint
Not applicable.

4.2.8 Other Secondary Endpoint — I f\jcity
4.2.8.1  Definition /

ADA assessments will be conducted utilizing a tiered ap@ (screen, confirm, titre). The
following ADA results will be evaluated as proportion of particip ether with
corresponding titre summaries.

. ADA prevalence, defined as participants who are ADA positlvl
(including baseline)

Note that further use of ADA positive at any time include baseline me@sur

even if not mentioned explicitly. O

J Participants who are ADA positive at baseline only

participants without any post-baseline measurements are also counted in this 0:

category.

J Participants who are ADA positive at both baseline and post-baseline. @
Only participants with baseline and post-baseline measurements will be counted in
this category.
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o ADA incidence, defined as ADA positive post-baseline (ADA negative at baseline)
or a post-baseline increase in pre-existing baseline ADA titres by >4-fold during the
study period (boost).

J Participants who are ADA positive post-baseline only (treatment induced ADA)
Participants without a baseline measurement are also counted in this category.
Participants who are persistently positive
Persistently positive is defined as treatment induced ADA (participant is ADA

gative at baseline) detected at > 2 post-baseline assessments with at least 16 weeks

days) between the first and last positive measurement or a treatment induced
cted at the last available assessment.

who are transiently positive
Transi ositive is defined as at least one treatment induced (participant is ADA
negative at k ﬁ n€) ADA positive measurement, but not fulfilling the conditions for

persistently pesitive.
. Participants with W positive titre >median of maximum titre
m

Median of maxim @ defined as the median of the maximum post-baseline titre
(in participants with trea z"nduced ADA) for each participant in the treatment
group. Baseline ADA titefs are notfigluded in this assessment.

. Participants who are ADA positi sit
It
considered ADA positive for that vis

If a participant has any ADA positive&during a visit window, they are

For the presentation of ADA results at a sing int (e.g., baseline or by visit

summaries), the corresponding titre summary w fl@n the titres of the positive

samples for that particular visit. If a participant has ‘% DA positive results during a

visit window, the maximum titre of all the positive sa péhin this visit window will be
ti

used for titre summary at that particular visit. For the pre ADA results across

based on the

visits (e.g., any post-baseline), the corresponding titre summarig$

maximum titre of all positive samples for each participant. Titre ifive measurements

reported as < x (limit of detection) will be imputed as x. Titre values as “<x” are

negative and will not be imputed.
The presence of neutralizing antibodies (nAb) will be tested in all ADA—posQ es
using a ligand binding assay. The following variables will be evaluated:

o nAb prevalence: Proportion of participants with ADA results available (at any ti
who are nAb positive at any time O

J nAb incidence: Proportion of participants with ADA results available at post-baseline

timepoints who are nAb positive at post-baseline timepoints only (i.e., nAb negative
at baseline or ADA negative at baseline).
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J nAb persistently positive: Proportion of participants with ADA results available at
postbaseline timepoints who are nAb positive at 2 or more post-baseline assessments
(with at least 16 weeks between first and last positive) or positive at the last
postbaseline assessment (for participants who are nAb negative at baseline or ADA
negative at baseline).

@ Proportion of participants who are nAb positive by visit

Derivations

ble.

ﬁdling of Dropouts and Missing Data
Not applicable?

4.2.8.4 Prim@ysis of Other Secondary Endpoint — immunogenicity
all

If not stated otherwiSe, es of ADA are performed for the safety analysis set by
IFN 4-gene test status (hi overall).

The proportion of participantsS v \ﬁDA results as described in Section 4.2.9.1 will be
presented. Summary statistics will bem for titer of ADA positive participants by
timepoint. Descriptive statistics will #ficl (number of reportable titers), minimum,
quartiles (1st quartile, median, 3rd quartile) maximum. For the summary of participants
who are ADA positive by visit or at a singl@ visi t, the denominator for percentages is
the number of participants with an adequate samg @; at psovides a reportable result of
positive or negative for the respective visit. For the®Su of overall ADA categories
(e.g., ADA positive at any time), percentages will b he

S articipants with at least one
ADA result during the study.

The percentage of participants with positive ADA results by tig @ i
graphically in a line plot. ADA titres-time profiles (line plots of Med

time point) will be generated for the anifrolumab treatment group.
Variables of proportions regarding neutralizing antibodies will be summarlz@s ing
the number and percentage of the categories given in Section 4.2.9.1.

Key subject information for participants with an ADA positive result at any time aQ

participants with ADA incidence and had ADA titres increase by at least 4-fold from 0@:

to maximum titre will be provided.

The analyses of impact of ADA on PK were described in section 4.2.7.4 and on PD

endpoints are described in section 4.2.9.44.2.9.4. Potential association of ADA with safety @
and efficacy may be explored by subgroup analyses. Endpoint wise subgroup analyses for

efficacy and safety may be performed.
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4.2.8.5 Supplementary Analyses of the Secondary Endpoint

Not applicable.

4.2.9 Other Secondary Endpoint — Pharmacodynamics

4.2.9.1 Definition

utcome variable for C3, C4, and CH50 complement levels are the mean change from
seline longitudinally up to Week 52 in participants with abnormal complement level at
. An abnormal complement level is defined as complement level below lower limit

The outcogie yariable for anti-dsDNA antibodies will be proportion of participants with
positive, neg@nd missing anti-dsDNA test results.

level of 21 IFN-inducible s in SLE participants compared to the expression level in
control samples from h ividuals. The IFN 21-gene PD signature following
treatment is compared to th ene signature at baseline for each participant at

multiple timepoints after treatm€nt. The “‘ cent suppression of fold change” is presented

The IFN 21-gene %mic (PD) signature is calculated as the mean expression
t

as the “percent of baseline IFN 21-gengP pnature” in all summaries, figures and
listings.

Percent of baseline IFN 21-gene PD signabﬁed by central lab and transferred back

to AstraZeneca after the primary and the final £ivation follows the description

in Appendix 7.1. /

4.2.9.2 Derivations

Not applicable.

Not applicable.
4
4.2.9.3 Handling of Dropouts and Missing Data /

4.2.94 Primary Analysis of Other Secondary Endpoint — Pharmacodyn S

If not otherwise stated, all analyses of pharmacodynamics are performed for th

treatment group.

E— \9
For participants who are abnormal complement level at baseline, observed values and O

changes from baseline of C3, C4, and CH50 complement levels will be summarized by 4 @
visit.
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For anti-dsDNA, the number and percentage of participants with result of negative,
positive, and missing is presented as shift tables from baseline to each post-baseline visit.

For baseline IFN 4-gene test high participants, IFN 21-gene PD signature as percent of
baseline IFN21 PD signature is summarized by time point. The median absolute deviation
(MAD) is also included in this summary. Furthermore, the median percent of baseline

1 PD signature (including MAD) over time is presented as a line plot for the same
tion.

of ADA on IFN 21-gene PD signature is explored. For baseline IFN 4-gene test
s, line plots of [FN 21-gene PD signatures as percent of baseline [IFN21 PD
ted by ADA category (ADA negative, ADA positive, ADA persistently
positive, ADA tit¢e > median, ADA nAb positive). IFN 21-gene PD signatures as percent
of baseline IFN2 @ gnature is further be summarized descriptively by ADA category

(ADA negative/posiftve Wme), timepoint and treatment group for the same

signature i

population.

4.2.9.5 SupplementarQ}v of the Secondary Endpoint

Not applicable.

4.2.10 Exploratory Endpoint — individual components of BICLA and SRI
response, BILAG-2004, SL and PGA

4.2.10.1 Definition "
4

The individual assessments used to derive BICLA a j( ) are: BILAG-2004, SLEDALI-
2K, PGA assessed at Week 24 and 52 by treatment. S

18€ts Who are BILCA and SRI(4)
responders are those with no PEOT, no RM and no deat compaosite strategy.

SLEDAI-2K .

SLEDAI-2K (derived as the sum of the scores for all items) is evalu/ 11g the
difference in mean change from baseline longitudinally over time to W res for

the SLEDAI-2K organ systems are derived in the same way as SLEDAI-2K{but usifg the
scores for the respective items only. The SLEDAI-2K organ systems are define ion
4.1.6.1.

BILAG-2004 @:
The detail description of BILAG-2004 parameter is presented in Section 4.1.6.1. /‘
Physician’s Global Assessment @
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The PGA is defined as in Section 4.1.6.1. However, the variable is considered on a
continuous scale and the mean change from baseline in PGA (measured on a VAS ranging
from 0 to 3) is assessed by visit up to Week 52.

Values of BILAG-2004, SLEDAI-2K, PGA, including adjudication of BILAG scoring are

assessed.
a Derivations
pplicable.
4.2.1 dling of Dropouts and Missing Data

If any of t organ system grade results cannot be evaluated at any visit up to Week
52 (e.g., due@g' values), the data for that criterion is to be imputed using LOCF to
determine the cu@AG organ system grade. This applies only once. For example, if
any of the Week 524rgan grade result is missing and Week 48 data is not missing,
the missing Week 52 or m grade result will be imputed using the corresponding
Week 48 data. Otherwise ipant's BILAG-2004 is missing at Week 52. Local
laboratory results will not be ¢ ﬁd If lab data is missing for 2 sequential visits, N/A is
indicated for the organ system grade.

LOCEF records are not used in the repeated mg@sures models.

4.2.10.4 Primary Analysis of Explorat ints — individual components of

BICLA response and SRI respon / P
Individual components of BICLA and SRI(4) and r: CEs at weeks 24 and 52
together will be presented in a table by treatment group.

Change from baseline in SLEDAI-2K and PGA will be analyze
models with fixed effects for baseline value, treatment group,
interaction and stratification factors, and participant as random effect. iance
parameters will be estimated using restricted Maximum Likelihood
Rogers denominator degrees of freedom will be used for the tests of fixe
unstructured covariance matrix will be used. In case of convergence issues,
alternative structures will be used for fitting (in that order): Heterogeneous Toe 10
heterogeneous AR(1), Heterogeneous CS, Homogeneous CS. Results will be prese

each visit in terms of the adjusted means for each treatment group, estimates of treatm@ :

differences, and associated 2-sided Cls.

mucocutaneous, cardiovascular system and respiratory, immunology, and hematological

For each SLEDAI organ system (central nervous system, vascular, musculoskeletal, renal, / @
and fever) the number and percentage of participants with an improvement at Week 24 and
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Week 52, respectively, will be given for participants with corresponding organ system
involvement at baseline.

For BILAG-2004, the number and percentage of participants with a score of A, B, and C,
D, or E, respectively, will be given by visit for the following organ systems:

e  Constitutional

Gastrouél
e  Ophthalmic O
e Renal f
e Haematology Q

Observed values and chang Wseline in BILAG-2004 global score will be presented
Ad

by visit with descriptive statisti€s. Additigfially, a shift table presenting BILAG-2004
improvement over time is presented.

For each BILAG organ system and regardlesg’of involvement at baseline, improvement

over time is summarized as the number andipe e of participants with involvement at
baseline (A, B, or C), no involvement at baseli r n® involvement at baseline but had
previous experience (D). No change is defined a BILAG-2004 score as baseline.
Improved is defined as BILAG-2004 score change ffo /C/D, or from B to C/D, or

from C to D. Worsened is defined as BILAG-2004 scorefchange from B/C to A, or C to
A/B. New is defined as BILAG-2004 score change from D or E t

*

Change from baseline in PGA will be analyzed using the same r easures models

as described above for the analysis of SLEDAI-2K total score. Ther

structured
covariance matrix is used. In case of convergence issues, the following i
structures is used for fitting (in that order): Heterogeneous Toeplitz, hetero ew(l),

Heterogeneous CS, Homogeneous CS.

4.2.11 Exploratory Endpoint — SRI(X)

4.2.11.1  Definition %
In addition to the secondary efficacy endpoint, the assessment of disease activity is /\

evaluated as exploratory endpoint based on the difference in proportions between
anifrolumab and placebo in SRI(X) response at Week 52, where SRI(X) (X=5, 6, 7, or 8) is
considered. For further description of SRI(X), please refer Section 4.2.2.1.

CONFIDENTIAL AND PROPRIETARY 80 of 124



STATISTICAL ANALYSIS PLAN AstraZeneca
D3468C00003 —ed. 2.0 16-May-2025

4.2.11.2 Derivations
Not applicable.

4.2.11.3 Handling of Dropouts and Missing Data

If any of the criteria mentioned on Section 4.2.2.1 cannot be evaluated at any visit up to
eek 52 (e.g., due to missing values), the data for that criterion is imputed using LOCF
SRI(X) derived based on the complete data. This applies only once. Missing data after
ill be imputed as non-responder. For example, if any of the Week 52 criteria data is
Week 48 data is not missing, the missing Week 52 criteria data will be imputed
onding Week 48 data. Otherwise, the participant is defined as not
at Week 52.

ysis of Exploratory Endpoint — SRI(X).

Similar analyses iled in Section 4.2.2.4 are performed. The difference between
anifrolumab and placeb% proportion of participants achieving SRI(X), X=5, 6, 7, or
8 will also be assessed ldngi lly over time up to Week 52. 95% CIs will be presented.

4.2.12 Exploratory Enm — BICLA and SRI(4) dual response
4.2.12.1 Definition

BICLA and SRI(4) dual response is reached i##both the criteria for BICLA response listed
in Section 4.2.1.1 and SRI(4) response listéd in jon 4.2.2.1 are met. If any of the

criteria is not met, the participant will be constd, a non-responder for dual response.
L 4
4.2.12.2  Derivations

Not applicable. /O

4.2.12.3 Handling of Dropouts and Missing Data

The rules specified in Sections 4.2.1.3 and 4.2.2.3 will be applie ‘A and SRI(4)
responses respectively.

4.2.12.4  Primary Analysis of Exploratory Endpoint — BICLA and 4) du

response
Similar analyses as detailed in Section 4.2.2.4 are performed. 95% CIs will be pre

4.2.13 Exploratory Endpoint — Major Clinical Response and Partial
Clinical Response g

4.2.13.1 Definition

The effect of anifrolumab versus placebo on Major Clinical Response and Partial Clinical @
Response is evaluated as where these variables are defined as:
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¢ Difference in proportion of participants who achieve Major Clinical Response, i.e.,
a participant with BILAG-2004 C scores or better at Week 24 with no new BILAG-
2004 A or BILAG-2004 B scores compared to baseline and maintenance of
response with no new BILAG-2004 A or B scores between Week 24 and Week 52.

@ e Difference in proportion of participant who achieve Partial Clinical Response, i.e., a
participant with a maximum of 1 BILAG-2004 B score or better at Week 24 and
maintenance of response without a new BILAG-2004 A or more than 1 new

QEILAG-2004 B item out to Week 52.

4.2.1 ivations

Not appli @

4.2.13.3 Hanropouts and Missing Data
If any of the BILAG#200 s cannot be evaluated at any visit up to Week 52 (e.g., due

4
to missing values), the df at grade is imputed using LOCF and the Major and Partial
Clinical Response are derivied b e‘d on the complete data. This applies only once. Missing
data after LOCF will be impW'&)n-responder. For example, if any of the Week 52
BILAG-2004 grades are missing and W 8 data is not missing, the missing Week 52
BILAG-2004 grade will be imputed corresponding Week 48 data. Otherwise, the

participant is defined as Major and Partial ‘(&ml non-responder at Week 52.

4.2.13.4 Primary Analysis of Explora ints — Major Clinical Response and
Partial Clinical Response .
For Major Clinical Response and Partial Clinical R % the same CMH approach as
t

described in Section 4.2.1.5 R IARIR B 5| FHIK. fo
estimate the treatment difference between anifrolumab and*placeb ell as the response
rates. 95% Cls will be presented.

pritary endpoint is used to

L 4
4.2.14 Exploratory Endpoint — LLDAS

4.2.14.1 Definition

A participant is considered as a Lupus Low Disease Activity State (LLDAS@ rata
specific visit if all the criteria below are met:

e SLEDAI-2K <4, with no activity in major organ systems (renal, CNS, 0
cardiopulmonary, vasculitis) or fever; :
o Any participant with a SLEDAI-2K score greater than 4 won’t attain /‘
LLDAS at that visit. @
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o Major organ activity will be assessed at each visit using the SLEDAI-2K
items. Any participant with at least one of the following SLEDAI-2K items
present (item score >0) at the visit won’t attain LLDAS at that visit:

= Any in central nervous system:
@O e Seizure
Q e Psychosis
O e Organic brain syndrome
/Q e Visual disturbance
Oo Cranial nerve disorder
6% headache

= Any fw organ system:
. Cerebr@ accident(s)

e Vasculitis
= Any in renal organ syste N
e Urinary casts é
e Hematuria O

e Proteinuria o

e Pyuria /®
= Any in cardiovascular system and respiratory: O/

e Pleurisy
e Pericarditis %
=  Fever (Fever >38 degrees C [380 C], excluding infectious cause) ﬁ
e No new lupus disease activity compared with the previous assessment (SLEDAI- @
2K);
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o Any participant with present activity (item score >0) in at least one new
SLEDAI-2K item (irrespective of organ system) compared with the previous
visit won’t attain LLDAS.

e PGA <1 (scale 0-3): any participant with PGA score greater than 1 at a study visit
@ won’t attain LLDAS at that visit.

Os A current prednisone (or equivalent) dose < 7.5 mg daily;

Any participant on OCS treatment with a dose greater than 7.5 mg/day
( i rednisone or equivalent taken on any day of the period starting on the day
r the previous scheduled visit (if not missed) and ending on the day of
@ri it, won’t attain LLDAS at that visit. In case the previous visit was

m DAS won’t be attained at the visit of evaluation if OCS treatment
witheg#dose er than 7.5 mg/day prednisone or equivalent was taken at
the day of isit or any day of the 28-days period preceding that visit.

e Standard maintenan f immunosuppressive drugs and approved biological
agents. This criterion ofimmuno ressive medications will be handled through
the intercurrent event of RM.

Further, to define the “day of a visit” in the @bove, the date of the last SLEDAI-2K or PGA
assessment used for analysis in the time wi ofithe respective timepoint (as described

@ a gled window, the corresponding
visit is considered as missing. /
4.2.14.2  Derivations O

Not applicable.

in Section 3.3.2) is used. If no assessment falls

*
4.2.14.3 Handling of Dropouts and Missing Data (
If any of the criteria for SLEDAI-2K, BILAG or PGA cannot be eva

@any visit up to
Week 52, (e.g., due to missing values), the data for that criterion is impu @L F
and LLDAS derived based on the complete data. This applies only once. MiSsi % after
LOCEF will be imputed as non-responder. For example, if any of the Week 52 ¢ e@a is
missing and the data at Week 48 is not missing, the missing Week 52 criteria data

imputed using the corresponding Week 48 data. Otherwise, the participant is defined a@ :

achieving LLDAS at Week 52.

4.2.14.4  Primary Analysis of Exploratory Endpoints — LLDAS

The same CMH approach as described in Section 4.2.1.4 for the primary Exploratory is @
used to estimate the treatment difference between anifrolumab 300 mg and placebo as well
as the response rates for all treatment groups for LLDAS response. Longitudinal
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presentations of the results over time (i.e., for each post-baseline visit up to Week 52 during
double blind treatment period) based on this analysis are created.

4.2.15 Exploratory Endpoint — Change in SDI

age in SLE participants is the difference in mean change in SDI global score from

4.2.15.1 Definition

%«heendpoint used to evaluate the effect of anifrolumab versus placebo on irreversible
& to Week 52.

Th S@i?ed for 12 organ systems as described in Section 4.1.6.1.

Furtherm: Q ber and percentage of participants with changes in damage will be
explored at % A damage according to the SDI score is defined as an SDI global
score >1. Accord a@ no damage is defined as an SDI global score =0. Post-baseline
categories used for the pres ion of change in damage will be ‘no change’, ‘+ 1 point’,
‘+ 2 points’, and ‘+ 3 orf

ints’.
4.2.15.2 Derivations Oﬁ

Not applicable. &
4.2.15.3 Handling of Dropouts and g Data

Not applicable.

4.2.15.4 Primary Analysis of Exploratory pOi ‘Change in SDI

Observed values and changes from baseline in SD fcore will be presented by visit
with descriptive statistics. This summary will be repe

I global score at baseline (0
and >1).

Additionally, a shift table presenting damage according to the z@ at’baseline VEersus
damage at Week 52 will be presented according to the categories'® /Section 4.2.7.4.

4.2.16 Exploratory Endpoint — Lupus QoL
4.2.16.1 Definition O/

Lupus QoL

The difference between anifrolumab and placebo in the mean change from baseline
QoL domain scores (physical health, pain, planning, intimate relationships, burden to

others, emotional health, body image, and fatigue) will be assessed by visit up to Week 52.0 0

The number of items in each domain and the item numbers that refer to that domain are
tabulated in Table 3.

Table 3 Lupus QoL domains
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Domain Number of Items Item Numbers
Physical Health 8 1to8
Pain 3 9to 11
Planning 3 12 to 14
Intimate Relationships 2 15, 16
Burden to Others 3 17to 19
Emotional Health 6 20 to 25
Body Image 5 26 to 30
Fatigue 4 31to 34
Each item e 1upus QoL has a five-point Likert response scale (0=all the time, 1=most
of the t1m od bit of the time, 3=occasionally, and 4=never).
4.2.16.2 D

domain score is then calc by totaling the item response scores of the answered items
and dividing by the numbez @ swered items. A non-applicable response is treated as
unanswered. The mean raw ‘e

Wore will be transformed to the domain scores (ranging
from 0 as worst QoL to 100 as Best (%ean raw domain score divided by 4 and

Domain scores w deri hen at least 50% of the items are answered. The mean raw
d
O

multiplied by 100.

4.2.16.3 Handling of Dropouts and M@a
Not applicable.
4.2.16.4 Primary Analysis of Exploratory éﬁ.‘upus QoL

Lupus quality of life (QoL) scale

Change from baseline in each of the lupus QoL domain WQ (
planning, intimate relationships, burden to others, emotional hg
fatigue) will be analyzed using repeated measures models with {iXed ts for baseline
value, treatment group, visit, and treatment*visit interaction stratiﬁcj rs, and
participant as random effect. Covariance parameters will be estimated L@O icted
Maximum Likelihood method and Kenward Rogers denominator degrees ofifree will
be used for the tests of fixed effects. Thereby, an unstructured covariance matri

case of convergence issues, the following alternative structures is used for fitting

order): Heterogeneous Toeplitz, heterogeneous AR(1), Heterogeneous CS, Homogene

CS. Longitudinal presentations of the results over time (i.e., for each post-baseline Vis{f@ c

to Week 52 during double blind treatment period) based on this analysis is created.

al health, pain,
dy image, and

In

CONFIDENTIAL AND PROPRIETARY 86 of 124



Q

STATISTICAL ANALYSIS PLAN AstraZeneca
D3468C00003 —ed. 2.0 16-May-2025

4.2.17 Exploratory Endpoint — EuroQol 5 dimensions (EQ-5D-5L)
4.2.17.1  Definition

The EQ-5D-5L is comprised of the following 5 dimensions: mobility, self-care, usual
activities, pain/discomfort and anxiety/depression. The proportion of participants in each
EQ-5D-5L health state (no problems, slight problems, moderate problems, severe problems

ry utility index, including changes from baseline, are explored over time.

@nable to/extreme problems), by dimension, as well as the VAS Score and single

for allfparti€ipdnts in the study. By using the crosswalk link function and the individual
respons Q-5D-5L descriptive system, index values for the EQ-5D-5L is
calculated ut, 2012).

4.2.17.2 Deri

Not applicable.

4.2.17.3 Handling of Ds and Missing Data

Not applicable.
4.2.17.4 Not applicable. Primar@s of Exploratory Endpoint — EQ-5D-5L

The 5 dimensions of EQ-5D-5L (mobility, ss-care, usual activities, pain/discomfort, and

éalue sets are not available for all countries, therefore the UK value set is used

anxiety/depression) are summarized by ti umber and percentage of participants
with the different health states.

index, respectively, are presented longitudinally with des€riptive statistics.

L 4
Observed values and changes from baseline in VAS& afd single summary utility

4.2.18 Exploratory Endpoint — Work productivity a ivity Impairment
(WPAI)-Lupus

L 4
4.2.18.1 Definition /
The Work Productivity and Activity Impairment (WPAI) is a validated, -

inistered
questionnaire consisting of 6 questions, assessing the impact of disease on ptoductiyity.

The WPALI yields 4 types of scores: absenteeism (work time missed), presentee
[scored from O to 10] rating of impairment while working), work productivity loss @
work impairment /absenteeism plus presenteeism), and activity impairment (VAS [sco&
from 0 to 10] rating of daily activities, other than work at a job) (Reilly et al, 1993).

4.2.18.2 Derivations : /

The following variables are derived and presented: @

Number of participants employed = number of participants with yes in response to
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Question 1 (Q1)

Percentage of all participants employed

& Number of work hours missed due to problems associated with lupus as responded in Q2
wnteeism due to lupus (%) =[Q2 / (Q2+Q4)] x 100

@e ism due to lupus (%) =[Q5/10] x 100

Work éLOSS (%) =(Q2/(Q2+Q4) + (1 - Q2 /(Q2+Q4)) x (Q5/10)]) x 100

Activity imp

[Q6/10]x 100
4.2.18.3 Handling of D ts and Missing Data

Not applicable. Q

4.2.18.4 Primary Analy loratory Endpoint — WPAI-Lupus

At each scheduled visit, the number an ntage of participants employed are presented.
Observed values and changes from bgse hours missed due to lupus and in WPAI

scores (absenteeism, presenteeism, work prodtictivity loss and activity impairment) are
presented longitudinally with descriptive statisti

4.2.19.1 Definition
The following variables are explored: < I

4.2.19 Exploratory Endpoint — Medicé ce Use Questionnaire

. Number of participants with health care visits *
Of participants with health care visits

- Number of specialist visits /®

- Number of primary care visits

) Number of participants with emergency department visits /o

Of participants with emergency department visits:
- Number of emergency department visits

- Of emergency department visits: 0
o Visit related to an increase in lupus related activity
o Cause of emergency department visit @

J Number of participants with hospital visits
Of participants with hospital visits:
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- Number of hospital visits

- Of hospital visits:
o Visit related to an increase in lupus related activity
o Cause of hospitalization

- Length of hospital stay
& - Total number of days in intensive care unit (ICU)

Q; these variables, all available data between first administration of IP and Week 52

summed up.

4.2.1 ivations

Not appli @

4.2.19.3 Hand @ Dropouts and Missing Data

Not applicable. 'f
4.2.19.4 Primary A Exploratory Endpoint — Medical Resource Use
Questionnaire

The medical resource uses are SUmmarize@by treatment. Results of “visit related to an
increase in lupus related activity” andg#c f visit/ hospitalization™ are presented as

number and percentage of respective visits.
4.3 Pharmacodynamic Endpo
See Section 4.2.9.

/5
4.4 Pharmacokinetics /C’

See Section 4.2.7.

4.5 Immunogenicity /’
See Section 4.2.8. @
4.6 Safety Analyses O

The following safety data are collected: vital signs, physical examination, IZ/ Gs,
clinical laboratory tests (including haematology, clinical chemistry, urinalysis i
profile), C-SSRS, Cushingoid features and AEs (including AEs of specific interest [ AESIs}).

data are presented using descriptive statistics during the treatment and follow-up period.

Safety analyses are performed using the safety analysis set. Unless otherwise specified, safetpﬁ

Change from baseline to each post-treatment time point where scheduled assessments were
made to calculate for relevant measurements.
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If not stated otherwise, on-treatment values are defined as values with an assessment date
after the first administration of IP and on or before the date of last administration of IP + 28
days.

duration of exposure to the IP per subject is defined as the number of days between the
Ad the end dates of IP plus the dosing frequency interval:

t@?@sure (days) = (Last dosing date + 28 days) — first dosing date + 1.

The total posure is the sum of duration of exposure (days) of all subjects in the
respective tr W divided by 365.25 (days/year).
The total number fusi e counted per participant. Furthermore, the number of

participants with an infu@sessed in 4-weekly categories (i.e., 4 Weeks, 8 Weeks,

4.6.1 Exposure
%.1 Definition and Derivations

Du

12 Weeks, ..., 52 Weeks). sion will be counted if it was given in the corresponding
time window. Missed infusi ﬁt counted. Additionally, the number of participants
with duration of exposure longer than e the 4-weekly categories (i.e., >4 weeks, >8
weeks, >12 weeks, ..., >52 weeks) wi ented. As the duration of exposure takes into
account the total exposure time from the last dose + 28 days (as defined above), any missed
or delayed infusions will contribute to expasuregdime; but not to the number of infusions.
For example, if a participant interrupted treat
he/she will be counted as "No infusion" at week

@ received no infusion at week 4,
nted as having "Exposure >= 8
weeks" if he/she received an infusion at any time after .

The time to discontinuation of IP is the same as the duraQ ex €.

4.6.1.2  Presentation ¢
Exposure is summarized by treatment group for the safety analysis se Q

Summary statistics are provided for the duration of exposure. The numb enfage
of participants treated >4 weeks, >8 weeks, and up to >52 weeks in 4-weeklintegfals are
provided. Furthermore, the total patient years of exposure is presented.

The number and percentage of participants with infusions are presented by total numb@

infusion (i.e., 1, 2, ..., 13) and by visit (i.e., Day 1, Week 4, Week 8, Week 12, ..., Wee O
48). /\

Furthermore, the time to discontinuation of IP is presented as Kaplan-Meier plot including @
the number of participants at risk (i.e., still on IP).
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4.6.2 Adverse events
4.6.2.1 Definition and Derivations

Adverse events experienced by the participants will be collected throughout the entire
and will be coded using the latest version of MedDRA.

dverse event data will be categorized according to their onset date into the following
ods:

and < date of the first dose of IP.

AE g during screening will only be listed.

study

study

QES occurring during screening:
@ diFing screening is defined as an AE with a date of onset > date of first screening

. AEs occurrij @ ng treatment period:
An AE duringftreatm eriod is defined as an AE with a date of onset > day of first

dose of IP and < da#€ ofdast dose of IP + 28 days.

. AEs occurring during period and follow-up period:
An AE during treatment perio

da low-up period is defined as an AE with a date
of onset > day of first dose of | te of last dose of IP + 84 days.

. AEs occurring after follow-up: / Y.

An AE after follow-up is defined as m a date of onset > date of last dose of

[P + 84 days.

L 4
AESs occurring after follow-up will only be lis//

If an AE has a missing onset date, then unless the stop d fthe Ak
this will be considered as an AE during treatment. Similarly, if apf?
date, then unless the partial onset date or the stop date indicate
considered an AE during treatment.

Adverse events of special interest are marked as such in the eCRF. Q

Adverse events with missing intensity will be assumed to be severe. Events

indicates otherwise,

sing
relationship to study medication per the investigator will be assumed to be relatf

information about seriousness is available, the AE will be considered serious.

An infusion-related reaction (as assessed by the investigator) is defined as an AE with
of “Infusion related reaction”.

An infection is defined as an AE within the SOC infections and infestations.

Opportunistic infections and serious non-opportunistic infections are identified by the
investigator.
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Hypersensitivity is defined as adverse events with MedDRA PT = “Hypersensitivity” and
Lower level term (LLT) = “Hypersensitivity reaction”.

Herpes zoster is further classified according to the information given on the eCRF form

& “HERPZOS” as follows:

Any organ
Cutaneous/Skin involvement
Category Dermatome rule
Involvement other than
cutaneous/skin
Cu . Yes No [< 3 contiguous unilateral
Locali dermatomes selected]
[> 3 contiguous unilateral
f dermatomes selected] or
[non-contiguous dermatomes
Cutaneous
) . Ye No selected] or
Disseminated
A [dermatomes on left and right
selected and/or bilateral
selected]
Visceral
. ! K Yes/No Ye ¢ [No rule]
Disseminated

* Cutaneous Localized is defined as below:

CONFIDENTIAL AND PROPRIETARY

CUTANEOUS/SKIN INVOLVEMENT = “YES”

All affected dermatomes must be either “RIGHT” or “L
“BOTH”

No more than 3 dermatomes are affected

}‘mix of either or
There is no other organ involvement

There is an unbroken chain of affected dermatomes in the order that is p{ in
the image below.
o Theorderis: V2, [(V1, V3)or (V3, VI)or (V1) or (V3)], C2, C3, C4, C@

Ce6,C7,C8,T1, T2, T3,... -T12, L1 -15,S1-S5 O
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DERMATOMES of the HEAD and NECK
Map of Skin of Cutaneous Sensory Innervation

Opthalmic Division
of Trigeminal Nerve (V1]

(V1)
Maxillary Division
of Trigeminal Nerve (V2]

Mandibulor Division
of Trigeminal Nerve (V3]

j . Cervical Merves (C2)

Corvical Nerves (C3)

v3j
. Cervical Narves (C4)
: (c3)
< d ICC;II Corvical Nervas (C5)
Adverse events d eatment are also presented by time intervals of the first onset of the

event. For this anal isw events with the same PT are not considered (i.e., ifa
participant has more th ' ent with the same PT, only the event with the earliest date
of onset is used). For partia Q ing dates, the rules as described above are used, i.e., the
AE is considered as an AE duri&eatme at unless the available information indicates
otherwise and as occurring in the eable time interval given the available (start
and stop) date information. The folloWing¥udic intervals are defined:

e  Day1to<Week 12: Q
AEFEs with date of onset > date of first administrati IP and < date of first administration

of IP plus 84 days *
) Week 12 to < Week 24: /
AEFEs with date of onset > date of first administration of | s 84 d and < date of first

administration of IP plus 168 days

L 2
° Week 24 to < Week 36:

AEs with date of onset > date of first administration of IP plus 168 d/ date of first
administration of IP plus 252 days

. Week 36 to < Week 48: Oﬂ/
AEs with date of onset > date of first administration of IP plus 252 days and < tst

administration of IP plus 336 days

o > Week 48: @
AEs with date of onset > date of first administration of IP plus 336 days ﬁ
Exposure-adjusted incident rate (EAIR) per 100 patient years is defined as @

Sum of subjects with the event/[sum across subjects’ time at risk for the event
/(365.25*%100)]
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Where time at risk is time to first event for subjects who experienced the event during the
analysis period and time during the analysis period for subjects who do not experience the
event.

The time to first onset of an event during a specified period is derived as date of first onset
of the event during the specified period — date of first administration of study intervention +

vent during the specified period, the time to first onset is censored at the end date of
d.

yly AEs with an onset date during specified period will be counted. If a subject has no
C

The titne d the analysis period for subjects who do not experience the event will be
calculate f period — start of period + 1 (e.g., date of last dose of IP + 28 days - day
of first do 1 day for summary of AEs during treatment period; date of last dose of

IP + 84 days *day, ose of IP + 1 day for summary of AEs during treatment and
follow-up period@dicipant discontinued from the study during a period or had the
last follow-up visit €arlier t xpected, the date of study discontinuation/end of study will
be used as end of the respécCti

Geriod.
For the by timepoint analys fwylaxis, hypersensitivity, and infusion related
e

reactions, an AE at a visit is defihed as a with a date of onset > day of administration
of IP at the respective visit and < datewm\istration of IP at the following visit (or <
date of last dose of IP + 28 days for the la it with IP).

Other significant adverse events

During the evaluation of the AE data, a medica ifiedgxpert will review the list of
AEs that were not reported as serious AE (SAEs) or. eading to discontinuation.

importance may, after
nsidered other

*

Based on the expert’s judgment, significant AEs of partiular €linic
consultation with the AstraZeneca Global Patient Safety Physici
significant AEs and reported as such in the CSR.

Examples of these are marked hematological and other laboratory ab ities, and

certain events that led to intervention (other than those already classified a us), dose
reduction, or significant additional treatment. é

4.6.2.2 Presentation /O

If not stated otherwise, all summaries described below are presented separately fo

e AEs during treatment period @O

e AEs during treatment and follow-up period. /\
An overall summary of participants with at least one AE in the following categories is @

presented.
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e Any AE

e Any SAE with outcome = death

e Any SAE (including events with outcome = death)
e Any AE leading to discontinuation of IP

a e Any AE related to IP

Any AE of severe intensity

OfAESI
@y AESI of serious non-opportunistic infections

o I of opportunistic infections

o An AEwrpes zoster
o Any AESI rculosis including latent tuberculosis

o Any AESI of r@ncy
o Any AESI of major rdiovascular events (MACEs)

e Any other significant AE. Q
If not stated otherwise, the number and percefitag g participants with at least one AE (i.e.,
multiple occurrences of an AE in 1 participant €ounted once) are summarized
by MedDRA primary SOC and PT for the followin é)ries. If not stated otherwise,

the EAIR per 100 patient years will be presented for AE§ durifig treatment. A 95%
confidence interval for the difference between Anifrolumab and Pldcebo will also be
@ ).‘EAIR will

t and follow-up

constructed based on Mienttinen and Nurminen method (Liu e
generally not be included in summaries presented for AEs during
period.

° Any AE O
e Any AE above reporting threshold of 2% /o

This summary is presented by PT.

e Any SAE with outcome = death 00
This summary is presented for AEs during treatment and follow-up period only. This ﬁ
summary will not include the EAIR per 100 patient years. @

e Any SAE (including events with outcome = death)
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e Any AE leading to discontinuation of IP
This summary is presented for all AEs during treatment period only.
e Any AE by relationship to IP (yes, no)

(Multiple occurrences of an AE in 1 participant will only be counted once as related if at
one AE is related and as not related if all occurrences are not related).

mary is presented for AEs during treatment and follow-up period only and will not

1 EAIR per 100 patient years.
wkE by maximum intensity (mild, moderate, severe)

(Multiple oc es of an AE in 1 participant will only be counted once with the

include the EAIR per 10, years.

maximum int @ AE).
This summary is pr enti:des during treatment and follow-up period only and will not

e Any AESI

This summary will not be presented by ut by AESI category

(Serious non-opportunistic infections, oppo
including latent tuberculosis, malignancy
reported by investigators]).

istic infections, herpes zoster, tuberculosis

[Cardiovascular outcome events are
/ ’

This summary is presented for AEs during treatment a()ll -up period only. This
summary will not include the EAIR per 100 patient years.

e Any other significant AE

e Any AE by time interval for the first onset of event 4

This summary is presented for AEs during treatment period only. Th% ry will not
include the EAIR per 100 patient years.

The time to first onset of a serious non-opportunistic infection during treathﬁl and

time to first onset of herpes zoster during treatment period is presented as Kapl @
plots including the number of participants at risk at each visit.

Furthermore, the number and percentages of subjects with herpes zoster (and possible (@

AESIs) are summarized for events during treatment and follow-up period, during treatment

period (overall and by time intervals). The following subcategories are also considered in /‘
this summary: SAE (including events with outcome of death), AE leading to @
discontinuation of IP, and AE by maximum intensity (mild, moderate, and severe).
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The number and percentage of participants with at least one anaphylaxis, hypersensitivity,
and infusion-related reaction (as reported by the investigator), respectively, is summarized
overall as well as for the following respective subcategories: SAE (including events with
outcome of death), AE leading to discontinuation of IP, and AE by maximum intensity
(mild, moderate, and severe).

tions, opportunistic infections and serious non-opportunistic infections, are
arized with the same subcategories as given above.

information for participants with an AE with outcome of death, participants
with sgrio s, participants with an AE leading to discontinuation of IP, participants

with A £ DA positive participants with AEs, respectively, is provided during
treatment an. -up period.

4.6.3 Clini a aboratory

4.6.3.1 Definition afwivations
The parameters of haemate m chemistry, urinalysis and of fasting lipid profile
ole iﬁl

(high density lipoprotein ch Jow density lipoprotein cholesterol, and triglycerides)

are explored. &
Laboratory data are reported in interration tem of units (SI). Changes from baseline in

haematology, clinical chemistry, urinalysisdhd lipid profile variables are calculated.

Absolute values are compared to the referenc
classified as low (below range), normal (within

s giyen in Appendix 1.1 and
% Yimits) or high (above range).
All values (absolute and change) falling outside the x anges are flagged.

Treatment emergent laboratory changes (TELVC) are dleor :—baseline values

according to the reference ranges given in Appendix 1.1.

4
Urinalysis data are categorized as negative (0), positive (+), or st

/>81tive (++, +++,
or >+++) at each time-point. 0

For the liver function tests: aspartate transaminase (AST), alanine transamindse (
Alkaline phosphatase, gamma glutamyl transferase (GGT) and total bilirubin}

of the upper limit of the normal (ULN) range (see Appendix 1.1) are calculated fo
data point. Multiple = Value / ULN, i.e., if the ALT value was 72 IU/L (ULN = 36)'¢
multiple would be 2. Participants meeting both of the following biochemical criteria fo

Hy’s law (potential Hy’s Law) at any point during the study (not necessarily at the same O
time) are flagged: /‘

° AST >3x ULN and/or ALT >3x ULN

° Total bilirubin >2xULN
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4.6.3.2 Presentation

Observed values and changes from baseline of laboratory data for haematology, clinical
chemistry, continuous urinalysis, and fasting lipid profile are summarized by visit. The
summary statistics presented are minimum, 1st quartile, median, 3rd quartile, maximum,

@ mean, and SD.

each laboratory parameter with available criteria, the number and percentage of
ants with TELVC values are summarized. Additionally, the number and percentage
cipants with at least one TELVC value are presented. Percentages are based on

participant a measurement at baseline and at least 1 subsequent measurement of the
variable®

The number entage of participants with laboratory values below, within or above
the corresponding ce ranges are presented as shift tables from baseline to maximum
and minimum on-{r@al

ent e, respectively.

Urinalysis is summarized’a tables from baseline categorization to the last post-
baseline value categorizati(@e parameter. Furthermore, the number and percentage
of participants with treatment-eﬁgént changes are summarized by parameter. Percentages
for the summary of treatment emerge @ s are based on participants with a
measurement at baseline and at least™ subS€quent measurement of the variable. The three
parameters Urine Glucose, Ketone Bodies litative Erythrocytes should be added for
presentation of TELVC for urinalysis. The TELVC for urinalysis data are

e Increase from baseline of at least ++ at any post-Baselihe valye.

defined as follows: / .
e Negative/positive at baseline to ++, +++, ++ ﬂ/Gost-baseline value OR,
S

LT and AST are
ifirubin.

In order to identify potential Hy’s Law cases, maximum on-trea
summarized as number and percent versus maximum on-treatms

All clinical safety laboratory data is listed, and any out-of-range labora easurements
are flagged in the listing. é

4.6.4 Electrocardiogram (ECGs) /O

12-lead ECGs for all participants at all centers are conducted at the centers using 0
standardized ECG machines throughout the study. The Investigator judges the overall /‘
interpretation as normal or abnormal. If abnormal, it is decided as to whether the

4.6.4.1 Definition and Derivations

abnormality is clinically significant or not clinically significant and the reason for the
abnormality are recorded on the eCRF, if the Investigator considers it clinically significant.
The following categories are used for analysis:
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° Normal,
. Abnormal, not clinically significant,
J Abnormal, clinically significant.

In case of repeated measurements (triplicates) at a visit, the worst category at the respective

ill be used for the analysis.

signi abnormal, clinically significant ECG results are presented as a shift table

4@ Presentation
Th (@f percentage of participants with normal, abnormal, not clinically

from base t observation.

4.6.5.1 Definitio a?vations
The following variables iplored:

. Pulse (beats per minute

/\
. Systolic blood pressure (mmH&
. Diastolic blood pressure (mmHg) O
. Respiration rate (breaths per minute)
. Body temperature (°C) é
. Body weight (kg) O

Changes from baseline will be calculated.
L 4
Where applicable, absolute values are compared to the reference fven in Appendix
7.3 and classified as low (below range), normal (within range or on li ofhigh (above

range). All values (absolute and change) falling outside the reference ra
flagged.

e
Post-baseline values are classified as TELVC according to reference ranges giv/o

Appendix 7.3.

L 4

For infusion visits, only measurements before start of IP are considered for by visit 0
presentations. In case of multiple measurements before the start of IP, the first measuremen ﬁ

is used for by visit presentations, but all measurements will be considered for the TELVC

classification. @
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4.6.5.2 Presentation

Observed values and changes from baseline of pulse, systolic blood pressure (SBP),

diastolic blood pressure (DBP), respiration rate, body temperature, and body weight,

respectively, are summarized by visit. The summary statistics presented are minimum, st
@ quartile, median, 3rd quartile, maximum, mean, and SD.

each parameter with available criteria, the number and percentage of participants with
@ values are summarized. Percentages are based on participants with a measurement

ine and at least 1 subsequent measurement of the variable.
Forp and DBP, the number and percentage of participants with values below,
within or gbo corresponding normal range is presented as shift tables from baseline to
maximum a

) on-treatment value, respectively.
s cskg)
4.6.6.1 Definition aW jvations

The C-SSRS is an assessm t evaluates suicidal ideation and behavior.

N

Two different versions of the questionn ere used:

. Baseline/Screening version, assessi last 12 months prior to the assessment

. Since Last Visit Version, assessing t

i ifice last visit.
The following outcomes are C-SSRS categorti xe.binary responses (yes/no). The

categories have been re-ordered from the actual scal increasing order of severity from
1 to 10 to facilitate the definitions of the comparative vagiabl

. Category 1 — Wish to be Dead
o Category 2 — Non-specific Active Suicidal Thoughts

4
. Category 3 — Active Suicidal Ideation with Any Methods (Not(@thout Intent to
Act

J Category 4 — Active Suicidal Ideation with Some Intent to Act, without 6an

. Category 5 — Active Suicidal Ideation with Specific Plan and Intent

J Category 6 — Preparatory Acts or Behavior %

. Category 7 — Aborted Attempt /‘

J Category 8 — Interrupted Attempt @

. Category 9 — Actual Attempt (non-fatal)
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o Category 10 — Completed Suicide

Composite variables based on the above re-ordered categories are defined for assessments
during screening, during treatment and follow-up period, respectively as follows:

. Suicidal ideation: A “yes” answer at any time in the respective study period to any one
of the 5 (re-ordered) suicidal ideation questions (Categories 1-5) on the C-SSRS.

uicidal behavior: A “yes” answer at any time in the respective study period, to any
e of the 5 (re-ordered) suicidal behavior questions (Categories 6-10) on the C-SSRS.

. @ifl ideation or behavior: No “yes” answer at any time in the respective study
t

peri y one of the 10 (re-ordered) suicidal ideation and behavior questions
(Categ@-lO) on the C-SSRS.

The total numbe @ empts, total number of interrupted attempts, and total number of
aborted attempts will be de for the different study periods by summing up all respective
attempts during screeni ing treatment and follow-up period, respectively.

For summary of C-SSRS d ﬁlowing period definitions will be used:
. Screening Period:

Assessments with a date > date of first sereening visit (S1) and < date of the first dose

of IP.
. During treatment and follow-up period: 6/‘

Assessments with a date > date of first dose éﬁ date of last dose of IP + &4
days.

If the wrong questionnaire version (Baseline/Screening rather th@ e last visit or vice
versa) was used for an assessment, the assessment will be asSigned 40 apperiod based on

assessment date, regardless of the version that was completed. /®

4.6.6.2 Presentation

The number and percentage of participants with suicidal ideation (overall anQﬁmum
(

category), suicidal behavior (overall and by maximum category), and no suicid
or behavior will be given for assessments during screening, during treatment and fOlle

period, respectively.

Furthermore, descriptive statistics on the total number of attempts, total number of /\
interrupted attempts, and total number of aborted attempts will be summarized for attempts
during screening, during treatment and follow-up period, respectively.
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4.6.7 Cushingoid features

4.6.7.1 Definition and Derivations

Cushingoid features include moon face, buffalo hump, purple or violaceous striae, central
obesity, hirsutism, acne, easy bruising, and fragile skin.

2 Presentation

ntimber and percentage of participants are explored for each feature by visit during the
t eriod. For participants with baseline OCS >10 mg/day prednisone or equivalent,
the s@ irepeated by maintained OCS reduction at Week 52 (yes versus no) as
define 1ngr 4.2.3.1).

4.7
Approximately 8

opulation Analyses

mainland China) were anal
submission in China.

ulation, which consists of all randomized
participants from sites in mainland China e Full Analysis Set as defined in Section
3.2.2. Selected key analyses will be conduct€d and stgatified analyses will not include the
stratification factor region for the China subpgp . These analyses are considered
descriptive/supportive only, therefore no signi ng will be performed.

Safety and tolerability are summarised for the China s( tion, which consists of all
dosed participants from sites in mainland China in the S nalysis Set as defined in
Section 3.2.3.

4
The PK data is summarised for the China subpopulation, which ¢ ff all dosed
participants from sites in mainland China in the Pharmacokinetic Anélysi as defined in
Section 3.2.4.

5 INTERIM ANALYSIS /O

No interim analysis is planned for this study.
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7 APPENDIX

Appendix A: Derivation of IFN21 parameters

Appendix B: Reference Ranges and TELVC for Laboratory Values

Q

yndix C: Reference Ranges and TELVC for Vital Signs
@ix D: Restricted and prohibited medications — Programmatic Rules

%
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7.1 Appendix A - Derivation of IFN21 parameters

There are two IFN parameters to be calculated during the study; percent of baseline (BL)
IFN 21-gene PD signature and the gene signature fold change.

The following steps should be implemented in the derivation of these parameters.

. Calculate the mean Ct values for each gene and the three housekeeper genes (18S,
TCB and GAPDH) on the ThermoFisher TLDA platform (test and normal control
ples) within a particular subject.

2@; the mean Ct value of the three housekeeper genes;
HKmean = mean(Ctygs, Ctarce, Cteappn)

3. Calculate @es by subtracting the mean Ct value of the three housekeeper
genes from eaClitest gené®

tgene = Cttest gene — HKmean

4. Calculate the ACt Valueme no§al control genes, as in Step 3.

5. Calculate -AACt values as:

_AACtgene = AC@C rol — ACttesl: gene
6. Linearize the -AACt values for each gen /‘
linearizedgene /

7. Calculate the percent of baseline IFN 21-gene PDQtur ach gene for each
post-BL visit (Visit X) as:

L 4

% of BLIFN21gene PD signaturege,, = 100 — ((

2 —AACtyjsit x
- <—2_Mctm ) X 100 /

The final % of baseline IFN 21-gene PD signature for each timepoint, for each pa @ &

is the median of the individual gene % of baseline IFN 21-gene PD signature values
calculated in Step 7. There will be one value per participant per post-Visit 1 visit:

Overall % of baseline IFN 21 gene PD signature = median(% of BL IFN 21 gene PD signaturey,,) :ﬁ

The fold change for each timepoint and each participant is the median of the linearized @
values for each gene, calculated in Step 6:
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Fold Change = median(2724¢t)
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7.2 App - Reference Ranges and TELVC for Laboratory Values
Parameter Low value Low decrease High value High increase
Haematology
Hemoglobin g/L <60 NA >200 NA
@ <70 and decrease from BL >15
Hematocrit VIV <0,18 NA >0.64 NA
<0.21 and decrease from BL >15%
WBC 10E9/L <2, NA >20 NA
Neutrophils 10E9/L NA >20 NA
<lec ease from BL >0.5
Lymphocyte 10E9/L <0.5, 20" /\ NA >10.0 NA
Monocytes 10E9/L NA >1.4,>5.0 NA
Eosinophils 10E9/L NA >1.5,>5.0 NA
Basophils 10E9/L NA NA >1.0,>2.0 NA
INR NA NA >4.5 NA
Platelet 10E9/L <20 NA NA
<50 and decrease from
Biochemistry
,>5x
ALT IU/L NA NA NA
>3%ULN, >
AST IU/L NA NA ULN NA
ALP IU/L NA NA >3 x UL *NA
CK IU/L NA NA >500, >2000 / A
GGT IU/L NA NA >5 x ULN &A
Total bilirubin wmol/L NA NA >2 x ULN @
Albumin g/L <20 NA >100 /
<25 and decrease from BL >10 >70 and increas€'ti >10
BUN mmol/L NA NA >18 NA

S
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Creatinine NA NA >140,>190 NA
Sodium <132 NA >152 NA
Potassium <3 NA >5.5 NA
Chloride mmol <90 NA >120 NA
Fasting Glucose mmol/L 2.5 NA >7.0,>11.1 NA
Total Cholesterol mmol/L NA NA >7.25 NA
Urinalysis

Ketone Bodies/ Negative/positive at baseline to
Qualitative ++, +++, ++++ at any post-
Erythrocytes/ U- baseline value
Glucose Increase from baseline of at

least ++ at any post-baseline

ﬁ value

Urine protein/
creatinine ratio g/mmol NA >0.395 NA
Urine protein Increase >= ++

>= ++ with BL negative,

TRACE, or +

Fasting lipid pro
HDL mmol/L <0.8 NA } NA
LDL mmol/L NA NA > NA
Triglycerides mmol/L NA NA > 5.4 NA
7 .
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7.3 Appendix C - Reference Ranges and TELVC for Vital Signs
Parameter Unit Low value Low decrease High value High increase
Pulse Beats per <50 NA >120 NA
minute <50 and decrease from BL >20  >120 and increase from BL >20

<50 NA >100 NA
<50 and decrease from BL >10 >100 and increase from BL >10

mmHg

@ Systolic blood mmHg <90 NA >160 NA
O pressure <90 and decrease from BL >20 >160 and increase from BL >20
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7.4 Appendix D - Restricted and prohibited medications —
Programmatic Rules

The process of identifying restricted and prohibited medication use outside of the protocol-

defined guidance consists of both a programmatic identification of possible infractions of the
guidance and a manual review for confirmation. The programmatic identification and
sociated responsibilities will be completed by the AZ Programming Team. The manual

ew is conducted by an AstraZeneca led Medication Review Team (MRT). The process

nd®the remit of the MRT is outlined in the Restricted and Prohibited Medication Review
Charte

This @ escribes the programming rules to identify potential restricted medications

during th e identified medications will be flagged for adjudication if the condition(s)
1s/are fulfi and’ithe MRT will decide if the medication is a restricted medication and hence

fulfil the crite (@current events.

Also, see details on estricﬁedications in CSP version 3, Section 7.7.1.

Al Definitions O

If the condition(s) cannot be ev@d dugto missing information (e.g., unknown dose or
frequency), the medication will be ﬂ%adjudication.

All medications will be programmatically S&d s “restricted (RM)” or “prohibited

(PM)”. Those that do not meet the criteria Wi blank.

All Time period of interest ¢

An intercurrent event of restricted medication use can / the start date of IP, up until
last dose of IP + 28 days.

Medications started prior to first dose of IP that are ongoing @ d date reported will
be reviewed.

Al.2 Start and end date of Restricted Medication Use 0

The start/end date of a restricted medication use is defined as start/end date ofi the 1cation
as recorded in the eCRF. The start/end date will be available for each medication iew
log.

In the event of overlapping or additional dose regimen intake, the start/end date of the 0
restricted medication use is defined as the start/end date of the overlapping or additiona O

dose which leads to the restricted medication use.

Missing data handling related to the dates of prior or concomitant medications are detailed in @
Section 3.3.1.3.
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A1l3 Tapering and Duration

In cases of dose increases burst and tapers with expected tapering requirements (e.g.
including the criterion “for a period >14 days (in a row)”), multiple doses might lead to an
overall duration greater than 14 days. The start date of restricted medication use will be the
start date of the first increased dose of medication day.

@nple 1:

@e OCS dose starts as 5 mg/day. During the treatment period or after date of first
adniindStra f investigational product (IP), a dose increase started on Day x of
40mg ﬁcaﬁon dose is tapered down to 30mg/day at from Day 8 to Day 12 and
20mg/day y 13 to Day 16.

Given the combion of medication intake is greater than 14 days and the dose is
above the baseline dose, W date of restricted medication use is defined as Day x at the
0

beginning of the increas Ost dose (40 mg/day).
é[layrx Day x+8 ﬁ Day x+12 Day x+16

Edﬂm g
! 30mg

| Zﬂm:
Al4 Visit Window for Analysis &

For visit-based analysis, the same visit windows % 4h Section 3.3.2 will be used.
AlS5 Calculation of total daily dose

A 1.5.1 Conversion factors from oral intake freuno dailyintake

If the medication is taken less than daily the documented total ¢
Concomitant Medication/Treatment form reflects the dose at the de
taken. To calculate the total daily dose to be used for statistical analyse

ig the Prior and
edication is
edocumented

total daily dose needs to be divided according to the given medication ncy (e.g.,
for medication given every week the documented daily dose needs to be divided If
the total daily dose is missing for a corticosteroid, the available data of this medi€atd ill

be reviewed by the medical team. If possible, the total daily dose will be derived
from the available information. OCS administered PRN are not considered in the

calculation of the daily dose. &O

A 1.5.2 Oral Prednisone Equivalent

All systemic steroids will be converted to a prednisone equivalent dose. Systemic steroids @
are defined as medications with coding ATCDTXT = “CORTICOSTEROIDS” with one of
the following routes of administration: ORAL, IV, IM, SC and Inhaled. All systemic steroids
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will be converted to a prednisone equivalent dose by multiplying the total daily dose (in mg)
of the respective medication with its corresponding conversion factor in the table below. All
converted systemic steroid doses given on the same day will be summed to create the total
daily dose. The oral corticosteroids (OCS) total daily dose will only include corticosteroids

with the route = ORAL.

ollowing table gives examples of prednisone equivalent doses (e.g., 50 mg cortisone is

lent to 10 mg prednisone).

ion factors to oral prednisone equivalent dose

Numerical Conversion factor

preferred term) Conversion factor |[a]
Betamethasone 10/1.2 8.3333
Betamethasone dj @' ate 10/1.2 8.3333
Betamethasone sodiifin phosphate  |10/1.2 8.3333
Betamethasone valerate 10/1.2 8.3333
Betrospam 10/1.2 8.3333
Budesonide 10/2.25 4.4444
Celestona bifas 1 8.3333
Cortisone / 0.2
Cortisone acetate 1/5 0.2
Cronolevel 10/1. 8.3333
Decadron (nos) 10/1.5 6.6667
Deflazacort 1/1.2 .8333
Dexamethasone 10/1.5
Dexamethasone acetate 10/1.5
Dexamethasone sodium phosphate  [10/1.5
Fludrocortisone 0
Fluocortolone 3
Hydrocortisone 1/4
Hydrocortisone acetate 1/4
Hydrocortisone sodium succinate 1/4
Meprednisone 5/4
Methylprednisolone 5/4
Methylprednisolone acetate 5/4
Methylprednisolone sodium succinate|5/4
Paramethasone 5/2
Prednisolone 1
Prednisolone acetate 1
Prednisolone sodium phosphate 1 1
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Prednisolone sodium succinate 1 1
Prednisone 1 1
Prednisone acetate 1 1
Triamcinolone 5/4 1.25
Triamcinolone acetate 5/4 1.25
@ iamcinolone acetonide 5/4 1.25

i
he prednisone equivalent total daily dose (in mg) will be calculated as total daily dose
of the respective medication multiplied with the conversion factor.

A 1.6 Ofbther Concomitant Medications During Double-Blind Treatment
eri

The total dai
except the standai

or other medications is derived in the same way as other corticosteroids
@ )h to an equivalent dose.

A 1.7 Calcula OWOtrexate baseline dose
The methotrexate dose ill be determined as the average weekly dose between ICF

sign and Day 1. This will o in the determination of whether the methotrexate dose
during the study is beyond the pfotocol limit.

A

A2

i
.
.

|
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