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PROTOCOL SYNOPSIS

Study Evaluating the Efficacy and Safety of Anifrolumab in Asian
Orticipants with Active Systemic Lupus Erythematosus

InterQ o-ordinating Investigator

@ A Multicentre, Randomised, Double-blind, Placebo-controlled, Phase I11

Study site(s) and number of pafticipants planned
Approximately 260 participants are be randomised in Asia.
Study design

This is a Phase III, multicenter, multinational,
study to evaluate the efficacy and safety of an intrav
anifrolumab vs placebo in Asian participants with mo evere active, autoantibody
positive systemic lupus erythematosus (SLE) despite recmsstan d of care (SOC). The
study will be performed in participants aged 18 to 70 years of a

sed’ gouble-blind, placebo-controlled
](IV) treatment regimen of 300 mg
T

*

Participants with a confirmed diagnosis of moderate to severe SL % currently receiving
SOC comprising oral corticosteroids (OCSs), and/or immunosuppres a@d/or antimalarial,

either alone or any combination of them, for a required duration of treat table dose,
as described in the inclusion criteria may be eligible for randomization. Combi %)f >2
immunosuppressants should be avoided for safety reason. Participants must ha

scores for SLE Disease Activity Index 2000 (SLEDAI-2K), British Isles Lupus As

Group (BILAG)-2004, and Physician’s Global Assessment (PGA) as confirmed by the®
Disease Activity Central Review Team (DACRT).

ratio to receive either a fixed IV dose of 300 mg anifrolumab or placebo every 4 weeks (Q4W)
for a total of 13 doses (Week 0 to Week 48), with the primary endpoint evaluated at the
Week 52 visit.

Approximately 260 eligible participants receiving SOC treatment will be randomised in a 1:1 / @
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Randomisation will be stratified using the following factors: SLEDAI-2K score at screening
(<10 points vs >10 points); Randomisation (Day 1) OCS dose (<10 mg/day vs >10 mg/day
prednisone or equivalent); and region (Mainland China vs Not Mainland China).

@ This study includes:

A Screening Period: Up to 35 days

atment Period: A 52-week double-blind treatment period with anifrolumab or placebo
ration as an intravenous (I'V) infusion via an infusion pump over a minimum of 30
m $,44W from Week 0 to Week 48 for a total of 13 doses.

up Period: After Week 52 (the completion of the double-blind treatment
period), pas ts will continue in the study for further 8 weeks to complete the safety
follow-up pe ich is comprised of two visits, at Week 56 and Week 60.

From Week 0 (after rancWon) to Week 12, participants may receive only 1 burst of
corticosteroids for an inefe LE disease activity or to control non-SLE related disease
(e.g., asthma or chronic ob ulmonary disease [COPD] exacerbation).

An important secondary objective in th is assessing whether anifrolumab improves the
ability to reduce oral corticosteroid dése icipants to <7.5 mg prednisone or equivalent

per day. For this reason, steroid tapering to agfarget OCS dose of <7.5 mg/day must be
attempted in all participants with a baselin dgSe >10.0 mg/day. This will commence at

e‘d, unless at least 1 of the

e SLEDAI-2K activity which is worsened compared tc@ne in major organ systems
(renal, CNS, cardiopulmonary, vasculitis, fever, thrombocyto or haemolytic

Week 8 and continue stepwise until the target dg
following criteria is met:

anaemia, or gastrointestinal activity) .
e Newly affected organ system(s) based on the SLEDAI-2K, ex: %&)

logical
abnormalities (dsDNA antibodies, hypocomplementemia)

e Moderate to severe skin disease as reflected by a Cutaneous Lupus Ery @s Disease
Area and Severity Index (CLASI) activity score of > 10 /
e Extensive joint disease as reflected by >8 tender and >8 swollen joints O

Although a recommended steroid-tapering regimen is provided, investigators will have@
flexibility in how the OCS dose is reduced at each visit. If steroid tapering is not attempted i
an eligible participant, the Sponsor or Sponsor’s designee must be contacted immediately. /

Investigators will not be required, but may continue, to taper OCS dose beyond the target of @
7.5 mg/day up to Week 40 based on disease activity. If a participant has an increase in disease
activity secondary to OCS tapering, they may increase the dose up to a maximum of the
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baseline OCS therapy dose from Week 8 up to Week 40. Participants who require OCS dose
above their baseline level may continue in the study following consultation with the Sponsor
or Sponsor’s designee, but may be considered as non-responders for efficacy endpoints.
Steroid tapering will not be permitted after Week 40 (details are defined in the SAP).

sjcipants with OCS dose adjustment beyond the protocol-allowed threshold may be

idered as non-responders for efficacy endpoints (details are defined in the Statistical
s Plan).

Estimand Description/Endpoints/Outcome Measures

Estimand Description

Population: Asian adults with moderate to severe active, autoantibody

anifrolumab compared*o place! positive SLE despite receiving SOC
on disease activity

ndpoint: BICLA, a composite binary endpoint defined by meeting all
e following criteria:

e R ion of all baseline BILAG-2004 A to B/C/D and baseline
004 B to C/D, and no BILAG-2004 worsening in other
org tems, where worsening is defined as =1 new BILAG-
2004 =2 new BILAG-2004 B
e  No wrseni tn baseline in SLEDAI-2K, where worsening 1s
ease from baseline of >0 points in SLEDAI-2K
line in participants’ lupus disease
aTe W is defined as an increase of =0.30
points on a 3-poi isual analogue scale (VAS)

Intercurrent events: Us€ offtestri¢ted medications (RM) ?, premature
end of treatment (PEOT) or 1. comp@afi
from the time such events occur up tg

e strategy (non-responders

Summary measure: difference in pre

s af participants who are
responders between anifrolumab and place @{ 52

Key Secondary Endpoints

To evaluate the effect of anifrolumab compared to placebo on:

The proportion of participants who SRI(4) response defined by meeting all of the following'cri
achieve SRI(4) response at week 52

. Reduction from baseline of = 4 points in the SLEDAI-
e  No new organ systems affected as defined by 1 or more B -

2004 A or 2 or more BILAG-2004 B items compared to base
e  No worsening from baseline in the participants’ lupus disease

activity defined by an increase > 0.30 points on a 3-point PGA ﬁ

VAS. @
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The proportion of participants who
achieve an OCS dose <7.5 mg/day
at Week 40, which is maintained
through Week 52 in the sub-group
of those with baseline OCS

=10 mg/day

Maintained OCS reduction defined by meeting all of the following
criteria:

e Achieve an OCS dose of < 7.5 mg/day prednisone or equivalent
by Week 40

e  Maintain an OCS dose < 7.5 mg/day prednisone or equivalent
from Week 40 to Week 52

ualized flare rate through 52

Annualised flare rate with flare defined as either 1 or more new
BILAG-2004 A or 2 or more new BILAG-2004 B items compared to
the previous visit

Endpoints/Outcome Measures

t of
anifrolumab’c to placebo
on the proporti ipants
with a = 50% reduc "LASI
activity score at Wee mn the

group of those with baseline GIA
activity score = 10

To evaluate the effect of
anifrolumab compared to placebo
on the proportion of participants
with reduction in the number of
swollen and tender joints at Week
52 in the sub-group of those with >
6 swollen and = 6 tender joints at
baseline:

50% reduction in CLASI activity score compared to baseline defined
by meeting the following criterion:

. Achieve = 50% reduction of CLASI activity score at Week 12
compared to baseline

ednaction defined by meeting the following criterion:

50% reduction in the number of swollen and = 50%
in the number of tender joints compared to baseline

To evaluate the pharmacokinetics,
immunogenicity, and
pharmacodynamics of anifrolumab

parameters. anti-drug antibodies
e anti-double-stranded

ird component (C3),
nwlement (CH50)

Anifrolumab concentrati
(ADA), 21-gene type ITFN
deoxyribonucleic acid (dsDNA) antib
fourth component (C4), and total hg
levels

Safety Objective Outcome Measures
To evaluate the safety and Adverse events (including AESIs), vital signs,
tolerability of anifrolumab 12 lead electrocardiograms (ECG), clinical laborat

(haematology. clinical chemistry, urinalysis). Columbi
Severity Rating Scale (C-SSRS)

O

3: Restricted medication is described in Section 7.7. There may be some special cases of RM use interc16 .

events where participants are eligible to respond after some duration of time. Additional details are given

SAP

BICLA = British Isles Lupus Assessment Group-based Composite Lupus Assessment; CLASI = Cutaneous

Lupus Erythematosus Disease Area and Severity Index; ECG = Electrocardiogram; OCS = oral corticosteroids;
PGA = Physician’s Global Assessment; SLEDAI-2K = Systemic Lupus Erythematosus Disease Activity Index
2000; SRI(4) = Systemic Lupus Erythematosus Responder Index of = 4; VAS = Visual analogue scale;
LLDAS=Lupus Low Disease Activity State.
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Note: Estimand descriptions for the key/other secondary endpoints are detailed fully in SAP. For Exploratory
objectives and endpoints, see Section 2.

e SLE. Participants must be currently receiving OCSs, antimalarial, and/or
suppressants for a required duration of treatment at a stable dose, as described in the
in iteria. Participants must meet eligibility scores for SLEDAI-2K, BILAG-2004, and
bal Assessment (PGA) as confirmed by the Disease Activity Central Review

Target participant population
%tudy will be performed in Asian participants aged 18 to 70 years of age with moderate to

fore randomization.
Duration of t

The treatment period dltrat'ﬁ 52 weeks. Investigational medicinal product will be
administered every 4 w Week 0 to Week 48 for a total of 13 doses with the primary
endpoint evaluated at Wee otal study duration could be up to approximately 65

weeks (including screening peri@d and follew up period).
Investigational medicinal product,@os nd mode of administration

ent will be randomised in a 1:1 ratio to

Approximately 260 participants receiving SOC
receive a fixed IV dose of anifrolumab 300

ebg, as follows:
/ X
e Anifrolumab (MEDI-546) 300 mg IV administrafto OR

e Placebo IV administration Q4W

Statistical methods L 4
S

The treatment effect of anifrolumab vs placebo measured by BICLA(@ at Week 52 will
be estimated using the Bayesian robust meta-analytic-predictive (MAP) oach with
borrowing from the pooled global phase III studies D3461C00005 (study 05@
D3461C00004 (study 04). The sample size is calculated based on the criterion

greater than i posterior probability that anifrolumab 300mg is effective compa

placebo (difference in BICLA response rates at Week 52 greater than 0). 0

The BICLA response rates at Week 52 observed in the pooled study 05 and study 04 will beO/
used as an informative prior for the response rates for anifrolumab 300 mg and placebo groups

in the Asian population. A robust MAP prior approach (Schmidli et al, 2014) will be adopted @
to partially extrapolate the pooled response rates of study 05 and study 04 to the Asian
population. The informative prior will be robustified with a prior weight, where the weight
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represents the a priori degree of relevance of the pooled response rates of study 05 and study
04 to the Asian population. With a level of extrapolation (JjjJj weight), and the assumed
proportions of BICLA response rates 47.5% and 30.8% in the anifrolumab 300 mg and
placebo groups respectively (based on the pooled study 05 and study 04), 130 participants/arm
@ yields ] chance of having greater than JJjjjj posterior probability that anifrolumab is
ﬁ fg€tive compared to placebo (power: ). Under the assumptions of no treatment
fifergnce (30.8% vs 30.8%), 130 participants/arm and [Jjjjjij prior weight will control the
lity of having greater than [Jjjjj posterior probability of efficacy at approximately |l
(on€-side error: i) Expecting screen failure rate of 50%, approximately 520
partic sghall be screened to obtain the required number of randomised participants.

which is defined &s pasticipants who are randomised and received at least 1 dose of
investigational med inwd (modified Intention-To-Treat [mITT]). The primary

a composite binary endpoint whereby responders are defined
by meeting all of the criteri in the above Objectives table at week 52. Otherwise,
asgion-

participants will be classified esponders. Intercurrent events RM, PEOT and death,
result in a non-responder status usinosite strategy for the primary estimand. Study
withdrawal will be imputed as a non4ecspénder. If any of the criteria cannot be evaluated at
Week 52 (e.g., due to missing values) that crf€rion will be imputed by carrying the Week 48
value forward and BICLA response will be\detiveddbased on the complete data. This applies
only if Week 48 data is not missing, otherwise @ icipant will be defined as a BICLA non
responder at Week 52. The primary analysis will B h the initial 52-week, double-
blind, placebo-controlled phase of the study and the X t for the primary analysis will
be based on the posterior probability that anifrolumab is @ pared to placebo using
the Bayesian model.

treatment difference in BICLA response rates at Week 52 and

intervals will be presented. Posterior probabilities of efficacy will timated and
compared with a number of thresholds, including

The full anal will be used as the primary population for reporting efficacy,

endpoint is response in

sylts across a

In addition to the primary Bayesian analysis, the following analysis under the freq
framework will be also performed for the FAS as supportive analysis. The treatment e(@
(i.e., the difference in response rate for anifrolumab vs placebo) will be estimated using

stratified Cochran-Mantel-Haenszel (CMH) method (Clowse et al, 2017; Cochran, 1954) WOA

range of prior weights will also be presented for the primary endpoint.
pre-specified in the statistical analysis plan (SAP).

the same stratification factors as for the randomisation. The corresponding 95% confidence
interval (CI), and 2-sided nominal p-value for the difference at Week 52, as well as the
estimated response rate and the corresponding 95% CI within each treatment group will be
presented. Further, longitudinal presentations of results by timepoint based on the same
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method, with the corresponding 95% CI will be provided. Details for the CMH method will be
pre-specified in the SAP.

There are 3 key secondary endpoints as listed in the Objectives section. The binary key
secondary endpoints will be analyzed using the same CMH method as described above for the

y The effect on the annualized flare rate will be analyzed using a negative binomial

The logarithm of the follow-up time will be used as an offset variable in the model to
rticipants having different exposure times. Nominal p-values will be reported for

gsion model. The model will include covariates of treatment group, and the stratification
?ndpoints. No multiplicity adjustment will be applied.
PD@n

a
key s

The PK, munogenicity results will be summarized using descriptive statistics at
each visit by t (igfoup. All safety parameters will be analyzed descriptively using

safety analysis set®
The efficacy and safety in @ubgroup will be analyzed to facilitate a benefit-risk

assessment for regulatory s )‘in China. No interim analysis is planned.

).
S,
s
%
o
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1. INTRODUCTION

1.1 Background and rationale for conducting this study

Systemic lupus erythematosus (SLE) is a chronic, multisystemic, disabling autoimmune
eumatic disease of unknown aetiology. Systemic lupus erythematosus predominantly affects
en of childbearing years (Cochran, 1954; Cooper et al, 1998; Lahita, 1999) with a review
g the female-to-male ratio in the childbearing years to be about 12:1 (Okamoto et al,
ual et al, 2006; Petri, 2001; Posner et al, 2007; Ramsey-Goldman and Manzi,
2000) h?substantial unmet medical need in the treatment of SLE, particularly in

patient erate or severe disease. Although off-label therapy has improved
managem s in recent years, long-term prognosis remains poor for many patients.
Compared to opulation, the overall mortality in SLE is increased with a

deaths expected) of 2.4, (2 2.5 95% confidence interval [CI]) in a large international

standardized mo %R; defined as the ratio of the number of deaths observed to
cohort of 9,457 patients €olléwed for over 70000 patient-years (Bernatsky et al, 20006).

(Danchenko et al, 2006; D’Cruz, 2006 patients were reported to have higher rates of
lupus nephritis-associated autoantibodies, s nephritis, more active glomerulonephritis and

SLE has been reported to be m prevale:t among Asians than their white counterparts

higher overall damage scores compared wit ite patients (Merrill, 2014; Mok and Li,
2010).

Clinical manifestations of SLE include, but are
fatigue and fever, alopecia, rashes, serositis, arthritis] vasculitis, lymphadenopathy,
splenomegaly, haemolytic anaemia, cognitive dysfunctiof andother nervous system
involvement. These disease manifestations cause a significant burden ef illness and can lead to
reduced physical function, loss of employment, lower health-re a@ ity of life, and a
lifespan shortened by about 10 years (ACR ad hoc committee, Septefbet’ 1999). Increased
hospitalizations and side effects of medications including chronic ora ic@steroids (OCS)
and other immunosuppressive treatments add to disease burden in SLE 1 Briani,
2008; Petri, 2001; Zonana-Nanach et al, 2000). @

6, constitutional symptoms such as

All of the therapies currently used for the treatment of SLE have well known adve @ ect
profiles and there is a medical need to identify new targeted therapies, particularly age
may reduce the requirement for corticosteroids and cytotoxic agents.

Many agents currently used to treat SLE, such as azathioprine, cyclophosphamide, and /
mycophenolate mofetil/mycophenolic acid, have not been approved for the disease. @
Furthermore, these drugs all have well-documented safety issues and are not effective in all

patients for all manifestations of lupus. Antimalarial agents (e.g., hydroxychloroquine) and
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corticosteroids may be used to control arthralgia, arthritis, and rashes. Other treatments
include nonsteroidal anti-inflammatory drugs (NSAIDs); analgesics for fever, arthralgia, and
arthritis; and topical sunscreens to minimize photosensitivity. It is often difficult to taper

term morbidity and may contribute to early cardiovascular mortality (Petri, 2001; Urowitz et
76). (Belimumab (Benlysta®), a human Ig G1monoclonal antibody that binds to soluble
-lymphocyte stimulator protein (BlyS) biological activity, was the first new treatment to
@a proval for SLE in over 50 years. Telitacicept, a human Ig G1 monoclonal antibody
tha é
0

@ patients with moderate or severe disease completely off corticosteroids, which cause long-

BlyS and a proliferation-inducing ligand (APRIL), was approved in Mainland
or treatment of adult SLE patients. However, not all patients respond to those

e is a substantial unmet need for novel therapies targeting other (central)

S

China
treatment
disease drivi

Multiple lines of e

en(%ate a role of type I interferons (IFNs) in the pathogenesis of
SLE:

e  QGenetic polymomhism%d with type I IFNs are associated with susceptibility to
lom

SLE (Criswell, 2008; Ron ang cual, 2008; Schwartz et al, 2009; Sigurdsson,
Goring et al, 2008; Sigurdsson, Q@ et al, 2008).

e High IFN-a levels and type I IFN activiggghave been reported in SLE (Banchereau et al,
2004; Bengtsson et al, 2000; Dall’era &f al §

e Increased levels of messenger ribonucleic , whose transcription is induced
by type I IFNs (type I IFN signature), are pro g peripheral blood mononuclear
cells and whole blood in approximately 60% of J icipants and are associated with
greater disease activity (Baechler et al, 2003; Benneft et al, 2003; Crow and Wohlgemuth,
2003; Feng X et al, 2006; Hylton et al, 1986; Kirou et al, 200 ou et al, 2005).
Transcripts induced by type I IFN are the most overexpresSed trag
al, 2010).

e Proteins induced by IFN are increased in participants with SLE (H@t al, 2008;
Hylton et al, 1986; Okamoto et al, 2004).

Patients with high anti-double stranded deoxyribonucleic acid (anti-dsDNA) antibody @
lupus nephritis, and progressive skin rashes have high serum levels of type I IFN (Banc

et al, 2004; Bengtsson et al, 2000). In addition, patients with acute skin involvement tend t
have elevated IFN in blood and skin (Dall’era et al, 2005). Skin biopsies from participants
with SLE also show increased type I IFN signature (Blomberg S et al, 2001; Dobkin et al,
1999; Doria and Briani, 2008; Farkas et al, 2001; World Health Organization, 2014; Yao et al,
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2009). Proteins induced by IFN are increased in patients with active central nervous system
(CNS) symptoms (Okamoto et al, 2004).

Immune complexes containing SLE autoantibodies, such as anti-dsDNA or
antiribonucleoprotein (anti-RNP) antibodies, can activate type I IFN production (Banchereau

ors, autoantibody-containing immune complexes bind endosomal toll-like receptor 7
and toll-like receptor 9 (TLRY), stimulating production of type I IFN. Type I IFN
st onocyte derived dendritic cell maturation, which promotes loss of tolerance and

y2004; Bengtsson et al, 2000; Ronnblom and Alm, 2003). After internalization through Fc

generation offautoreactive T and B cells, autoantibody production, immune complex
formation @?er production of type I IFN, creating a self-perpetuating cycle of

autoimmuni reau et al, 2004; Pascual et al, 2006; Ronnblom and Pascual, 2008).

approved in multiple cou for the treatment, as administered intravenously, of adult

patients with moderate t sLE despite standard therapy. In addition, anifrolumab is
being investigated as a nove t for adults with active, proliferative LN based on

encouraging Phase II results. Aftifrolumabfyill potentially also be investigated as a novel
treatment modality in other type I IFNg@ @ diseases such as SSc and myositis.

Anifrolumab inhibits type I IFN signaling logking the biologic activity of type I IFNs, and
multiple lines of evidence indicate a role o NS in the pathogenesis of SLE. Most
adult patients with SLE (approximately 60% to% @ ;

inducible genes (Yao et al, 2010, Kennedy et al 20 fman et al 2017), and they have
been associated with increased SLE disease activity a efity (Bengtsson et al, 2000,

Baechler et al, 2003, Kirou et al, 2005, Postal et al, 2012

Anifrolumab administered IV has been studied for the treatme 4@ s with moderate to
severe SLE who were receiving standard of care in 3 phase III studit f hase II studies.
The phase III studies of anifrolumab IV were studies D3461C00005 &1 referred to as
“study 05”’) and D3461C00004 (hereafter referred to as “study 04”), an 0
controlled LTE study D3461C00009 (hereafter referred to as “Study 09”) (i(@%ﬁents
who completed either study 05 or study 04). The safety evaluation of anifrolum

mg
Q4W over 52 weeks was based on pooled data from the phase III studies 05 and O%

from phase II study CD IA-MEDI- 546-1013 (hereafter referred to as “study 1013”"). The :

Anifrolumab, a ?ﬁtor antagonist, is the first-in-class type I IFN targeted therapy

ess elevated levels of type I IFN-

evaluation of the long-term safety profile of anifrolumab IV 1000 mg/300 mg Q4W was ba

on 2 long-term extension studies (each up to 3 years): open-label Ph II CD-IA-MEDI-546-

1145 (hereafter referred to as “study 1145”") and randomized, placebo-controlled phase III

study (study 09). Overall, based on safety data reported from unblinded and open-label studies @
as of the data cut-off (29 Jan 2023), anifrolumab with IV administration has been well
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tolerated and has an acceptable safety profile in adult patients with moderate to severe SLE
while receiving standard of care treatment during 52 weeks of treatment and for up to 4 years.

A detailed description of the chemistry, pharmacology, efficacy, and safety of anifrolumab is

@ provided in Investigator’s Brochure (IB).

a Rationale for study design, doses and control groups

ationale for study design

This i@ II, multicenter, multinational, randomized, double-blind, placebo-controlled
study t he efficacy and safety of an IV treatment regimen of 300 mg anifrolumab vs
placebo in ian participants with moderate to severe active, autoantibody-positive SLE

while receivin @f care (SOC) treatment.
To ensure adequate treatm | participants will receive SOC treatment with at least 1 of the

following: OCS, antimaldtial®@fimmunosuppressants, in addition to investigational medicinal
product (IMP). This is cons both the European League Against Rheumatism
d

(EULAR) (Bertsias et al, 2008 merican College of Rheumatology (ACR) (ACR ad hoc
committee, September 1999) managelines of moderate to severe SLE.

The study will be randomised, placebo-contgglled, and double-blind to ensure a robust design
and minimize bias. This is the preferred de oittlined in the Committee for Medicinal

Products for Human Use (CHMP) Guideline @ al imvestigation of medicinal products
for the treatment of SLE, cutaneous lupus and lupus'nep iffs (CHMP, February 2015).

Randomisation will be stratified by Systemic Lupus Ew@osus Disease Activity Index
2000 (SLEDAI-2K, see Appendix E) score at screening (<10 poins ll 10 points), Day 1

OCS dose (<10 mg/day vs >10 mg/day of prednisone or equiva region (Mainland
China vs Not Mainland China). Stratification is implemented in Otd inimize the risk for

baseline imbalance(s) across treatment arms on potentially confoundi les. Baseline
imbalances of these factors could impact efficacy and/or safety assess ifrolumab vs
placebo.

A treatment period of 52 weeks is an appropriate study duration to determine the I @
efficacy and safety profile. To ensure adequate safety and immunogenicity follow upsall

participants that complete the study treatment shall be assessed for an additional 8 weel
safety follow up period, which is comprised of two visits at Week 56 and Week 60.

The global Phase II and III studies showed consistent efficacy and safety profiles across the
range of ethnicities, including Asian patients, included in the studies. As a novel design,

Bayesian borrowing from the pooled global Phase III studies could improve feasibility for
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evaluating efficacy given a positive treatment effect observed in study 04 and study 05, whilst
it would not jeopardize the scientific value in evaluating treatment effects of anifrolumab vs
placebo in the Asian (including Chinese) SLE population. The statistical method has been
updated to using the Bayesian borrowing approach to estimate the treatment effect of
anifrolumab vs placebo in terms of reducing disease activity in the Asian SLE population,
ith’data borrowing from the pooled global Phase III study 05 and study 04. More details of
eapproach are described in Section § and additional details are given in the SAP.

1. ale for primary endpoint selection
The p tcome measure is the proportion of participants achieving the British Isles
Lupus ass roup-based Composite Lupus Assessment (BICLA) response at Week 52.

Two composite e the SLE Responder Index (SRI) and BICLA, have been widely
used in clinical trial§; and a ed by SLE experts and health authorities. Both SRI(4) and
BICLA have been used 1 ifselumab clinical program. In study 04 using BICLA as primary
endpoint, anifrolumab dem@e a statistically significant and clinically meaningful
benefit compared with place .8% vs 31.5%:; difference 16.3%, 95% CI 6.3, 26.3;
p=0.0013). While study 05 did not achi primary endpoint SRI(4), clinical meaningful
responses were observed on seconday e t (BICLA response at Week 52) (47.1% vs
30.2%; difference 17.0%, 95% CI 7.2, 26.8; @ominal p < 0.001), which is consistent with
study 04 result.

There are advantages of using BICLA. BILAG, / i8ease activity index that drives
BICLA, registers both partial and complete clinicall % ingful improvement within
multiple organ domains and requires improvement in a 1§systems affected at baseline. In
addition, BILAG applies equal weighting to all organ systefis in itgfSéering. BICLA has
produced consistent results in phase I1I study 05 and study 04, afid se IIb study 1013, and
across time (Furie et al, 2017; Mikdashi and Nived, 2015; Thanotheisél, 2014; Clowse et al,
2017). Consequently, BICLA is the focus of the efficacy assessment j)wumab.

Based on the evidence above, this study selects BICLA as the primary eff 10@%

1.2.3 Rationale for dose selection

The selection of a dose of 300 mg anifrolumab Q4W for this study is based on safety a@
efficacy results from the results of anifrolumab clinical program.

The first phase III study (study 05) did not meet the primary endpoint of a statistically /
significant reduction in disease activity, as measured by SRI(4) at Week 52. However, @
clinically meaningful numerical responses to anifrolumab 300 mg on several key secondary

endpoints were observed: individual disease manifestations (skin activity measured by
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CLASI, and joint disease) and maintained OCS reduction. The annualized flare rate was
numerically lower for anifrolumab 300 mg compared with placebo. Other secondary
endpoints (including BICLA response at Week 52) also suggested benefit of anifrolumab 300
mg.

econd phase III study (study 04) met its primary endpoint with anifrolumab 300 mg
gﬁstrating a statistically significant and clinically meaningful benefit compared with
a

in overall disease activity, as measured by BICLA response at Week 52. Anifrolumab
@trated a statistically significant and clinically meaningful improvement in the key
e

secon oints: BICLA response in IFN test-high participants, ability to taper steroids,
and improfc in skin disease. A numerically higher reduction in the rate of flares was
observed fortant ab_compared with placebo; however, statistical significance could not
be concluded. N ce was seen in the proportion of participants achieving at least 50%

reduction in the nufiiber Wen and tender joints at Week 52.

The totality of evidence re IIT studies (study 04, study 05), and phase IIb study 1013
including the highly consistes fent benefit observed across the studies, and across a
range of clinically meaningful éndpointsdead to the conclusion that anifrolumab 300 mg IV
Q4W provides clinical benefit over 5 ompared to placebo in moderate to severe SLE
participants. To date, no significant ethnic ence in PK profile, efficacy and safety has
been observed in different populations and pab has been approved across regions
worldwide. The Phase I study (D3468C00002

§0 Shows the tolerable safety profile and
consistent PK/PD response of 300 mg anifrolu Hnese patients with SLE. For these
reasons, the selection of a dose of 300 mg anifrolu fl ified for this study which expects
to observe similar positive benefits/risk profile of ani 0@300 mg IV in Asian (including
Chinese) population.

1.2.4 Rationale for duration of infusion *

In a Phase IIb study 1013 where 2 doses of anifrolumab (300 mg and@) in
eds@yer

combination with SOC were compared to placebo, all doses were admini
approximately [l The frequency of infusion related reactions did ngt diffe

substantially between the 300 mg Jjjiili}) and 1000 mg (Jjil}) groups, and bo er
than that observed in the placebo group (Jjjji])- In the two Phase III studies (stud
study 04), the infusion time was reduced to a minimum of |l In these phase

studies, the infusion related AE was a slightly higher in 300 mg dose group than placeb

study O5 | 2nd study 04 (N Ovcrall, infusions of anifroluma
were generally well tolerated as most AEs temporally associated with infusions were / @

nonserious and mild or moderate in intensity.

For those reasons, the infusion time in this study is kept as a minimum of | -
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1.3 Benefit/risk assessment

A detailed assessment of the overall benefit/risk of anifrolumab is discussed in the 1B.

1.3.1 Risk assessment

s of 29 Jan 2023, anifrolumab safety has been evaluated in 11 unblinded or open-label
@)leted studies: 8 in participants with SLE (study 05, study 04, study 1013, study 1145,
, study 08, D3468C00002 and study 09), 1 in participants with SSc (study MI-

in healthy volunteers (study 06) and 1 in participants with LN (study 07). Four
studie§ are ing: 2 in participants with SLE (D3465C00001 and D3468C00003), 1 in

i @N (D3466C00001) and 1 in healthy volunteers (D3465C00002).

Approximate ts and/or healthy volunteers have been enrolled in the clinical

of which 1317 participants have been exposed to at least 1 dose of
anifrolumab, and 651 parti ts have been exposed to placebo.

Anifrolumab 300 mg vs pl a from 52-week SLE study 04, study 05, and study 1013
were pooled to establish the ove fety profile of the drug. The long-term safety profile
was based on 2 LTE studies: study 114 tudy 09.

information about the known and expectedenefits ghd potential risks of anifrolumab may be

found in the IB.
é’

A summary of the risk assessment for anifr@ is provided in Table 1. More detailed

).
S,
s
%
o

24 (193)



Clinical Study Protocol

Drug Substance Anifrolumab (MEDI546)

Study Code D3468C00003
Version 4.0
Date 19 May 2025
Table 1 Risk for Anifrolumab and Study Procedures
Potential risk of clinical Summary of Mitigation strategy
significance data/rationale
for risk
Anifrolumab Risks
Refer to the IB Patients will be excluded from participation in the study if

Important Identified

inﬁlsion-relat@o 2

for the most
up-to-date safety
data.

0

they have: recurrent or opportunistic infection requiring
hospitalization and IV antibiotics; live or attenuated
vaccine or clinically significant infection within 8 weeks
prior to signing the ICF; history of a primary
immunodeficiency, splenectomy, or any underlying
condition that predisposes the participant to infection, or a
positive HIV result; active HBV, HCV, CMV, or
Epstein-Barr virus infection; severe HZ infection: or any
infection requiring oral anti-infectives within 2 weeks prior
to signing the ICF. See Section 3.2.

Infections, including non-opportunistic serious infections,
opportunistic infections, TB, and latent TB will be
monitored closely in this study. See Section 3.2,

Section 5.2.6, and Section 6.3.

e incidence of severe allergic reactions has been low
1 IV administration of anifrolumab. Therefore,
ropriate drugs and medical equipment to treat acute

Important Potential
Risks Based on
Anifrolumab Mechanism
of Action:

Malignancy and serious
infections

Refer to the IB
for the most up to
date safety data

arti¢ipation in this study if they have a
T cancer, except for squamous or basal

cell carcino in and cervical cancer in situ,
which have beell treatéd with curative therapy that has
been document cess defined in the protocols.

Participants will be close
neoplasms, and study it
the case of malignancy, b8

d o judgment of
Investigator/AstraZeneca. See &2, and

off will be discontinued in
Section 6.3.4.

For mitigation strategies for serious in@, Section
3.2, Section 3.9 and Section 6.10.2.

Malignancy and serious infections are importan ia
risks for anifrolumab based on its mechanism of ac
will continue to be closely monitored during the study.

Abbreviations: CMV = cytomegalovirus; HBV = hepatitis B virus; HCV = hepatitis C virus; IB = Investigator
Brochure; ICF = informed consent form; IV = intravenous; SC = subcutaneous; TB = tuberculosis.

Only for intravenous route of administration.

25 (193)

®



Q

Clinical Study Protocol

Drug Substance Anifrolumab (MEDI546)
Study Code D3468C00003

Version 4.0

Date 19 May 2025

1.3.2 Benefit assessment

Across the 3 double-blind, global phase II/III studies (04, 05, and 1013), the efficacy of
anifrolumab 300 mg IV Q4W in participants with moderate to severe SLE was observed
across a range of clinically important endpoints. Anifrolumab showed an early and sustained
ect on overall disease activity, the ability to taper steroid use to a clinically beneficial level
.5 mg/day) and maintain this level to Week 52, an early and sustained benefit on
ndgus skin activity, and leads to a clinically meaningful reduction in the rate of flares.

In @ ifrolumab 300 mg demonstrated a statistically significant and clinically
meani ﬁ;ﬁt compared with placebo in overall disease activity, as measured by BICLA
response 2, as well as in the ability to achieve a sustained taper of glucocorticoids
and improve @'?isease. Treatment with anifrolumab also resulted in a numerical

reduction in the a are rate compared with placebo. The efficacy results in study 04 are
supported by data from stu. and study 1013.

g was observed in 2 out of the 3 studies (study 04 and
study 1013). In study 05, SRI(4) respo at Week 52 was generally similar between
participants in the anifrolumab 300 nd€ g ompared with participants in the placebo
group; the difference between treatment grc@d not meet statistical significance.

1.3.3 Overall benefit: risk conclusion

Treatment with anifrolumab 300 mg IV Q4W wa &r‘ated, and had an acceptable safety

profile in adult patients with moderate to severe SL

@4 years of treatment.

Herpes zoster is an important identified risk for anifrolumab. Uppef ré§piratory tract infection,
bronchitis, respiratory tract infection, hypersensitivity, anaphy igl, and infusion
related reaction are identified risks for anifrolumab. Malignancy 2 Xus infection are
important potential risks for anifrolumab. Identified and important potential fisks undergo
careful enhanced monitoring in the development program. In additiona oing blinded
review provided by the study physician, an independent Data and Safety M

(DSMB) will review blinded and unblinded safety data on a regular basis througho, study
(see Appendix A 6).

Overall, anifrolumab 300 mg as administered IV Q4W provides a favorable beneﬁt-ris@

profile in the SLE population. Anifrolumab is the first-in-class type I IFN targeted therapy

approved for the treatment of adult patients with moderate to severe SLE despite standard /
therapy. @
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1.4 Study design

This is a Phase III, multicenter, multinational, randomised, double-blind, placebo-controlled
study to evaluate the efficacy and safety of an IV treatment regimen of 300 mg anifrolumab vs
placebo in participants with moderate to severe, autoantibody positive SLE while receiving

& treatment. The study will be performed in Asian participants aged 18 to 70 years of age.

ipants with a confirmed diagnosis of moderate to severe active SLE and are currently

OC comprising of OCSs and/or antimalarial, and/or immunosuppressants, either
‘ bination of them, for a required duration of treatment at a stable dose, as
described Wnclusion criteria. Participants must have eligible scores for SLEDAI-2K,
BILAG-2 @PGA as confirmed by the DACRT.

Eligible participa@ae randomised in a 1:1 ratio to receive either a fixed intravenous
dose of 300 mg ani olu%s SOC or placebo plus SOC Q4W for a total of 13 doses

(Week 0 to Week 48), wi imary endpoint evaluated at the Week 52 visit.

Randomisation will be strati M the following factors:

e SLE Disease Activity Index 200 I-2K) score at screening (< 10 points vs >
10 points);

e Randomisation (Day 1) OCS dose (< 1@ s > 10 mg/day prednisone or
equivalent);

4

e Region (Mainland China vs Not Mainland &
This study includes: O

e Treatment Period: A 52-week double-blind treatment per olumab or
placebo administration as an IV infusion via an infusion pump oy, @'nimum of 30

e A Screening Period: Up to 35 days

minutes, Q4W from Week 0 to Week 48 for a total of 13 doses.

e Safety Follow-up Period: After the completion of the double-blind treatme iod
(Week 52), participants will continue in the study for further 8 weeks to C e

safety follow-up period which is comprised of two visits at Week 56 and Wee
The total study duration could be up to approximately 65 weeks including screening p@

The safety of study participants will be reviewed by an independent DSMB; see Appendix Q »

for details.
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1.4.1 Steroid burst

Section 7.7.3 provides specific details on steroid burst and tapers. From Week 0 (after
randomisation) to Week 12, participants may receive only 1 burst of corticosteroids for an
increase in SLE disease activity or to control non-SLE related disease (e.g., asthma or chronic

@ bstructive pulmonary disease [COPD] exacerbation).

rotocol-specified steroid tapering

nt secondary objective in the study is assessing whether anifrolumab improves the
abilit oral corticosteroid dose in participants to < 7.5 mg prednisone or equivalent
per day. eason, steroid tapering to a target OCS dose of < 7.5 mg/day must be
attempted icipants with a baseline OCS dose > 10.0 mg/day. This will commence at

Week 8 and cofiti ise until the target dose is reached, unless at least 1 of the
following criteria t:

e SLEDAI-2K activitf Ilill is worsened compared to baseline in major organ systems
NON

S the SLEDAI-2K, excluding serological
abnormalities (dsDNA antibodies, hyp plementemia).

e  Moderate to severe skin disease as refl€cte LASI activity score of > 10.

e Extensive joint disease as reflected by > andg> 8 swollen joints.

* . :

ded, Investigators will have

id tapering is not attempted in
st be centacted immediately.

Although a recommended steroid-tapering regime
flexibility in how the OCS dose is reduced at each visigt
an eligible participant, the Sponsor or Sponsor’s designe

Investigators will not be required, but may continue, to taper O
7.5 mg/day up to Week 40 based on disease activity. If a participa

increase in disease
activity secondary to OCS tapering, they may increase the dose up t @mm of the
baseline OCS therapy dose from Week 8 up to Week 40. Participants w OCS dose
above their baseline level may continue in the study following consultation Wmonsor
or Sponsor’s designee, but may be considered as non-responders for efficacy e

Steroid tapering will not be permitted after Week 40. Section 7.7.3 provides speci%n

gbeyond the target of

steroid use during the double-blind treatment period.

1.4.3 Study conduct mitigation during study disruptions due to cases of civil crisis, O
natural disaster, or public health crisis /

e The guidance given below supersedes instructions provided elsewhere in this CSP and @
should be implemented only during cases of civil crisis, natural disaster, or public health
crisis (eg, during quarantines and resulting site closures, regional travel restrictions, and
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considerations if site personnel or study participants become infected with SARS-CoV-2
or similar pandemic infection) which would prevent the conduct of study-related
activities at study sites, thereby compromising the study site staff or the participant’s
ability to conduct the study. Investigator or designee should contact the study Sponsor to
@ discuss whether the mitigation plans below should be implemented.

o ensure continuity of the clinical study during a civil crisis, natural disaster, or public
&hh crisis, changes may be implemented to ensure the safety of study participants,

intain compliance with GCP, and minimize risks to study integrity.

able by local health authorities, ethics committees, healthcare provider
., hospital policies), or local government, these changes may include the
ns:

e Obtaining coonsent for the mitigation procedures (note, in the case of verbal

consent/reconsefit, the hould be signed at the participant’s next contact with the
study site).

e Rescreening: Addition ning for screen failure and to confirm eligibility to

participate in the clinica n be performed in previously screened participants.

Investigator should confirm this wi designated study physician.

HCP provided by a third-party vendor
e Telemedicine visit: Remote contact wi icipants using telecommunications
technology including phone calls, virtual o i8itg, and mobile health devices.
For further details on study conduct during civil crisi§, disaster, or public health crisis,
refer to Appendix M.

e Home or Remote visit: Performéd by qualified Health Care Professional (HCP) or
\Y
e

):
6‘0 %
\)

®
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Figure 1 ow chart
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2 STUDY OBJECTIVES

2.1 Primary objective

@ Primary Objective: Estimand Descriptions:
aluate the effect of anifrolumab compared to | Population: Asian adults with moderate to severe active,

cebo on disease activity autoantibody positive SLE despite receiving SOC

O Endpoint: BICLA, a composite binary endpoint defined
E by meeting all of the following criteria:

®  Reduction of all baseline BILAG-2004 A to B/C/D
and baseline BILAG-2004 B to C/D. and no
BILAG-2004 worsening in other organ systems,

where worsening is defined as > 1 new BILAG-2004
f A or =2 new BILAG-2004 B
e No worsening from baseline in SLEDAI-2K, where
worsening is defined as an increase from baseline
ﬁ of > 0 points in SLEDAI-2K

No worsening from baseline in participants’ lupus
disease activity, where worsening is defined as an
increase of = 0.30 points on a 3-point PGA visual
analogue scale (VAS)

ent events: Use of restricted medications

natwre end of treatment (PEOT) or death:
‘ eg® (non-responders from the time such
events ocglir up'to Week 52)
Summary difference in proportions of
participants “@Esponders between anifrolumab
and placebo at 52
2.2 Secondary objectives .
Key Secondary Objectives: | Endpoints:
To evaluate the effect of anifrolumab compared to placebo on:
The proportion of participants who achieve SRI(4) response defined by m the following
SRI(4) response at week 52 criteria:

®  Reduction from baseline of > 4 po
SLEDAI-2K.

®  No new organ systems affected as defir
more BILAG-2004 A or 2 or more BILAG-
items compared to baseline.

e  No worsening from baseline in the participants’ >

lupus disease activity defined by an increase = 0.3

points on a 3-point PGA VAS.
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The proportion of participants who achieve an
oral corticosteroid (OCS) dose <7.5 mg/day at
Week 40, which is maintained through Week 52
in the sub-group of those with baseline OCS
=10 mg/day

Maintained OCS reduction defined by meeting all of the
following criteria:

e Achieve an OCS dose of < 7.5 mg/day prednisone or
equivalent by Week 40.

e Maintain an OCS dose < 7.5 mg/day prednisone or
equivalent from Week 40 to Week 52.

annualized flare rate through 52 weeks

Annualised flare rate with flare defined as either 1 or
more new BILAG-2004 A or 2 or more new
BILAG-2004 B items compared to the previous visit.

dary Objective

Endpoints/Outcome Measures

ect of anifrolumab compared to
oportion of participants with a =

y i S1 activity score at Week
12 in the sub-gro participants with baseline
CLASI activi oG

50% reduction in CLASI activity score compared to
baseline defined by meeting the following criterion:

e Achieve = 50% reduction of CLASI activity score at
Week 12 compared to baseline.

To evaluate the effe

Reduction defined by meeting the following criterion:

®  Achieve = 50% reduction in the number of swollen
and = 50% reduction in the number of tender joints
compared to baseline.

To evaluate the pharmacokinetics,
immunogenicity, and pharmacodynamics o
anifrolumab

2.3 Safety objectives

Anifrolumab concentration and PK parameters, ADA,
1-gene type I IFN gene signature, dsDNA antibodies,
. C4, and CH50 levels

4

Safety Objective

Outcome

To evaluate the safety and tolerability of
anifrolumab

Adverse evenocludin

examination, 12 lead E@

SIs), vital signs, physical
mical laboratory tests
, winalysis)., C-SSRS

(haematology, clinic

2.4 Exploratory objectives

$

Exploratory Objectives

-

Endpoints/Outcome Measures

placebo on measures of disease activity including

Levels I

To explore the difference between anifrolumab and

placebo on |
 —

To explore the difference between anifrolumab and
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To explore the difference between anifrolumab and |

Note: Estimand descriptions for the key/other secondary endpoints are detailed fully in the SAP.

2: Restricted medication is described in Section 7.7. There may be some special cases of RM use intercurrent
events where participants are eligible to respond after some duration of time. Additional details are given in
AP.
A= Anti-drug antibody; BICLA = British Isles Lupus Assessment Group-based Composite Lupus Assessment; C3 =
i -Q pponent of complement; C4 = Fourth component of complement; CLASI = Cutaneous Lupus Erythematosus

ea and Severity Index; dsDNA = double stranded deoxyribonucleic acid; ECG = Electrocardiogram; EQ-5D-5L=
ensions; LLDAS=Lupus Low Disease Activity State; OCS = oral corticosteroids; PGA = Physician’s

Global Alssess! K = Pharmacokinetic(s); SDI = Systemic Lupus International Collaborating Clinics/American College
of Rheu 0, mage Index; SLEDAI-2K = Systemic Lupus Erythematosus Disease Activity Index 2000; SRI(4) =
Systemic Lu atosus Responder Index of >4; VAS = Visual analogue scale.

/‘
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3 PARTICIPANT SELECTION, ENROLMENT, RANDOMISATION,
RESTRICTIONS, DISCONTINUATION AND WITHDRAWAL

Prospective approval of protocol deviations to recruitment and enrolment criteria, also known
as protocol waivers or exemptions, is not permitted.

nclusion criteria

ts are eligible to be included in the study only if all of the following criteria apply:
Inforé

ent
1. Capag@ing signed informed consent as described in Appendix A which includes
complia i egequirements and restrictions listed in the ICF and in this protocol.
2. Written info&jen and any locally required authorization (if applicable) obtained
from the participanw performing any protocol-related procedures, including

Screening evaluati

3. In the opinion of Inves st be able to comprehend the ICF and all protocol
related assessments, such that the p ipant can complete all study required documents,
procedures, and outcome measurgs:

4. Completion of Screening procedures within 35 days after signing the ICF.
Age &

5. Participant must be 18 to 70 years of age ige time of signing the ICF.
Disease Characteristics

6. Participants who have a diagnosis of paediatric oa/ t SLE according to the ACR 1997
revised criteria (Stoll et al, 2004; Tan et al, 1982; se pendi for > 24 weeks prior
to signing the ICF.

. . 4 .
7. Must be receiving at least one of the following standard the fens at Screening:
(a) Oral prednisone (or equivalent) monotherapy:

e Start date: minimum daily dose: > 7.5 mg/day for at least 8
(randomisation)

e Must be stable for > 2 weeks before Day 1 (randomisation) O

e Maximum daily dose: < 40 mg/day 0
(b) Antimalarials and/or immunosuppressant(s) with or without OCS:
e Permitted medications include: antimalarials, azathioprine, mycophenolate /
mofetil/mycophenolic acid, methotrexate, mizoribine, tacrolimus, and

cyclosporine (Note: The combination of azathioprine and methotrexate is not @
allowed due to known safety issues. The combinations of tacrolimus/cyclosporine
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with other immunosuppressants above should be avoided. Combination with
antimalarials is allowed.)

e Start date: > 12 weeks prior to signing the ICF.
e Must be stable > 8 weeks prior to signing the ICF.

- Azathioprine: <200 mg/day.

e The daily dose should follow the local medical practice and not exceed the
E maximum allowed daily dose:

- o Mycophenolate mofetil <2 g/day or mycophenolic acid < 1.44 g/day.

- ral, subcutaneous (SC), or intramuscular methotrexate < 25 mg/week.
izoribine < 150 mg/day.

- @ imus < 0.2 mg/kg/day or cyclosporine < 5 mg/kg/day, monitoring of
scrim congemtration may be performed at the discretion of Investigator where

gficc guidelines mandate or in case of safety concerns.

&

e Start dates for OCSgand immunosuppressants must be met.

(c) Oral prednisone (d lent) plus immunosuppressant(s):

e Stability requirements fo dication must be met.
e No minimum daily dose for O hen in combination with
immunosuppressants.
e Maximum daily dosages for eac iongin (a) and (b) must not be exceeded.
Autoantibody-positive at Screening, as dete tﬁe central laboratory, for at least

one of the following:

(a) Antinuclear antibody (ANA) immunofluoresce ay testgftiter > 1:80).
(b) Anti-dsDNA.

(c) Anti-Smith (anti-Sm).
To be eligible a participant must have SLEDAI-2K > 6 points, ints coming
from clinical components (“Clinical” SLEDAI-2K”) at screening.

In addition, the following criteria for “Clinical” SLEDAI-2K must be ITO/

(a) Clinical SLEDALI of at least > 4 points at Day 1 (randomization).

Note: The “Clinical” SLEDAI-2K is the SLEDAI-2K assessment score witth
inclusion of points attributable to any urine or laboratory results including immun c
measures:

*

¢ Includes points from the following clinical components: arthritis, myositis, rash, /
alopecia, mucosal ulcers, pleurisy, pericarditis, or vasculitis. @

e Excludes points attributed to a fever, an SLE headache, and organic brain
syndrome.
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Q

(b) In order to qualify for SLEDAI-2K score for arthritis at screening, participant must
have at least 3 joints with tenderness AND swelling (same joints) due to SLE.

(¢) In order to qualify for SLEDAI-2K score for rash at screening, participant must have
rash with significant erythema (not only faint pink erythema).

ulcers.

: (d) Clinical SLEDAI-2K points at screening cannot only be due to alopecia and mucosal

Qscreening, BILAG-2004 (Appendix F) with at least 1 of the following:

13.

14.

AG-2004 level A disease in > 1 organ system.
( I

f—2004 level B disease in > 2 organ systems.
. PGA @.O on a 0 to 3 visual analogue scale (VAS) at Screening.
a

. Particip

urrent diagnosis of fibromyalgia must have either positive anti-
dsDNA or lo or C4 during screening or must be on immunosuppressive treatment
(excluding antimalarial8)pother than oral corticosteroids only.

Chest radiograph (o turing Screening or within 12 weeks prior to signing of the
informed consent) or a G x‘f the chest (within 12 weeks of signing the informed

consent) which meets all of'the follg :
(a) No evidence of current actived (e.g., pneumonia, TB) or previous TB; and

(b) No evidence of malignancy or no radiélogical findings of pulmonary nodules
idance, e.g., ACR Lung-RADS v2022

/Lung-RADS/Lung-RADS-2022.pdf)

suspicious for lung cancer (as per a
https://www.acr.org/-/media/ ACR/Fil¢s RA
without appropriate follow up prior to enre

(c) No clinically significant abnormalities (unless %E).

Meets all of the following TB criteria:

(a) No medical history or signs or symptoms of active TB p
visit.

(b) A chest radiograph during the Screening Period or within 12 { ior to signing of
the informed consent with no evidence of active or signs of prio@ i

during any Screening
L 4

referral to a physician specializing in TB to undergo additional evaluati OT%0
randomisation (documented comprehensively in source), and, if warranted Q '
appropriate treatment for latent TB initiated before the first administration of I

(d) No history of latent TB prior to initial Screening visit, with the exception of laten
with documented completion of appropriate treatment. /
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Testing for Inclusion in the Study:

The participant must undergo an Interferon gamma (IFN-y) release assay (IGRA) (e.g.,
QuantiFERON-TB Gold [QFT-G] test) test for TB obtained from the study Central
Laboratory at screening with any of the following results:

a) Negative test result.

b) Positive test result: referral to a TB specialist for evaluation and for which active TB
has been ruled out (as described in the protocol definition), and initiation of treatment
G‘latent TB prior to the first administration of IMP in accordance with local
st

d of care.
(c) Iddeteffinate test result confirmed by repeat test using the same assay.

demic region®, the participant must be referred to a TB specialist for

ith assessment and treatment recommendation comprehensively

ted in e) and initiation of appropriate latent TB treatment, if

warranted, e first administration of IMP. If no latent TB treatment is

warranted, the may enter the study without latent TB treatment, but
3

docum

must be retested ev onths for the first 6 months. If retest result at 6 months
is indeterminate or negativ articipant may continue in the study without
further testing.

e Ifin a non-endemic region, the glarticipant may enter the study without referral to
a TB-specialist and latent TB t epfibut must be administered a retest every 3
months for the first 6 months. If, u S ‘the end of the 6 months the result
is indeterminate, the participant may co in the study without treatment and

with routine TB testing. Q
*Endemic region as defined based on World He Organi#ation (WHO) lists of
High Burden Countries (HBC) for TB and multi-resist ) TB.

Notes: ¢
e A participant with a positive IGRA [QFT-G] test result (@st (after an

initial indeterminate result) regardless if in endemic or non egion
should be referred to a TB-specialist for assessment to rule out M as
described in protocol and initiation of appropriate latent TB treat the
assessment and treatment comprehensively documented in source) b@
further IMP administration.

15. Any negative PCR or antigen test result (central or local labs as appropriate) at screent
in addition to no known or suspected COVID-19 exposure within 2 weeks prior to /
screening based on the COVID-19 questionnaire. @
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If there is a known or suspected exposure, a participant must be negative upon re-test
result (central lab or local lab) obtained after 2 weeks and must remain asymptomatic
for inclusion in the study.

may be re-screened after 6 weeks of mild/asymptomatic infections or at the discretion of

@ Note: Following study specific rescreening procedures, participants positive at screening

Weigh

17. Body w@ 40 kg.

Sex

the methods of cont

(a) Male participant

vestigator, provided there has been no development of severe COVID-19 disease or
uelae. Participants may also be re-screened a second time following rescreening
edures, if the primary reason for screen failure was due to positive COVID-19 test.

rego other forms of experimental treatment during the study.

18. Contraceptive ;e bWr women should be consistent with local regulations regarding

@ for those participating in clinical studies.

o All fertile males w@sex y active must use condom from Day 1 until at

least 16 weeks after recei final dose of IMP. It is strongly recommended
that the female partner of a m rticipant also use an effective method of
contraception from Table 2 (oth€r t arrier method) throughout this period.
e Men are considered fertile after less they have previously had bilateral
orchidectomy or undergone vasecto %mould be documented in the

course of the study and for 16 weeks aftert ose of the investigational

participant’s medical records. Male parti M ust not donate sperm during the
las
medicinal product.

(b) Female participants: .
Women of child-bearing potential (WOCBP)

Negative serum [-human chorionic gonadotropin (B-hCG) tes@eening (females

of childbearing potential only). Q
Women of child-bearing potential must have a negative urine pregn at

randomisation (Day 1), prior to administration of investigational medici @ duct.

Females of childbearing potential must use 1 highly effective method of Q
contraception, plus a male condom, from Screening until 16 weeks after the fin

of IMP, unless the participant is surgically sterile (e.g., bilateral oophorectomy or A
complete hysterectomy), has a sterile/non-fertile male partner, is at least 12 months
postmenopausal, or practices sustained abstinence consistent with the participant’s @
customary lifestyle. Highly effective methods of birth control include those listed in

Table 2.
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Women of non-childbearing potential

e  Women of non-childbearing potential must be postmenopausal or have been
surgically sterilized (i.e., bilateral oophorectomy, or complete hysterectomy), which
should be documented in the participant’s medical records.

@Oo A post-menopausal state may be inferred for women not taking hormone

replacement therapy (HRT) by a history of > 12 months amenorrhoea and follicle
stimulating hormone (FSH) levels in a sample collected during screenings in the

oratory’s normal range for post-menopausal women.
/ A post-menopausal state may be inferred for women who are taking HRT and

40 years of age if:
ause was documented in medical records before initiation of HRT
OR ‘ ;
- At eaw levels are within postmenopausal range while on the HRT
The table below lists highlyfe ive methods of contraception. Female participants of

childbearing potential mustase the following non-hormonal or hormonal methods
ly

along with a male condom. Hi effectiiye methods (those that can achieve a failure rate of
less than 1% per year when used consj nd correctly) include:

Table 2 Highly effective methodsgot birth control
Non-hormonal . Vasectomised pai Q ped absence of sperm in semen)
. Bilateral tubal occlusi @ at; 1lgre rate > 1%)
. Intrauterine device (copp
. True sexual abstinence in li M referred and usual lifestyle choice of
the participant
Hormonal . Intrauterine hormone-releasing sy s (IUS
. Combined (estrogen and progestogen cont hormonal contraception
associated with inhibition of ovulation —@ga avagipal, or transdermal
. Progestogen-only hormonal contraception assecie ith inhibition of
ovulation- oral (Cerazette only), injectable, or i @
e Ineffective methods that should not be used are as follows: O

- Periodic abstinence (calendar, sympto-thermal, post-ovulation

- Coitus interruptus (withdrawal method) I@
- Spermicides
- Lactational amenorrhea /

- Non-copper containing intrauterine devices (or others not listed in the
acceptable methods of contraception)

- Some low dose or triphasic COCs (combined oral contraceptives)
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- Progesterone only oral contraceptives (except Cerazette)

- Sponge, diaphragm, male or female condoms without secondary methods
3.2 Exclusion criteria
@ Participants should not enter the study if any of the following exclusion criteria are fulfilled.

dical Conditions
History of, or current diagnosis of, a clinically significant non-SLE related vasculitis
@rome (see Appendix J). Vasculitis due to SLE is allowed in the study.
2 t

or evidence of suicidal ideation (severity of 4 [active: method and intent, but
Q 5 [active: method, intent, and plan]) within the past 6 months; or any
behawior yvithin the past 12 months or recurrent suicidal behaviour in the

3. Active severe or ble,neuropsychiatric SLE including, but not limited to aseptic
meningitis; cerebra itis; myelopathy; demyelination syndromes (ascending,
transverse, acute inﬂamﬁy demyelinating polyradiculopathy); acute confusional
state; impaired level of conspsychosis; acute stroke or stroke syndrome;

cranial neuropathy; status epifepticust cerebellar ataxia; and mononeuritis multiplex:

(a) Where, in the opinion of the Pri
Investigator (SI) or Sponsor, pr:
and utilization of a more aggressivé wpproach, such as adding IV
cyclophosphamide and/or high dose IV orticosteroid therapy or other
treatments not permitted in the protocol, if cated.

cipad Inyestigator (PI), delegated Sub-
ecified standard therapy is insufficient

or Sponsor, protocol specified standard therapy is insuf] ad utilization of a more

aggressive therapeutic approach, such as adding IV cyclot ‘1de and/or high

0j0 8T8
dose IV pulse corticosteroid therapy or other treatments not px in the protocol,
is indicated.

4. Active severe SLE-driven renal disease where, in th€ opinig !l the PI or delegated SI

5. Diagnosis (within 1 year of signing the ICF) of mixed connective tis§ue d € or any

history of overlap syndromes of SLE and systemic sclerosis (SSc), as n i or

(b) below:

(a) An overlap syndrome of SLE with myositis or rheumatoid arthritis at Scre@s
permitted provided the participant also meets the criteria for the classificatio ZO
SLE; or /

(b) A history of mixed connective tissue disease, which over time has developed into
a diagnosis of SLE, is permitted provided diagnosis of SLE has been present for at
least 1 year.
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6.

O

History of, or current diagnosis of, catastrophic anti-phospholipid syndrome (APS)
within 1 year prior to signing the ICF. Participants with other degrees of APS
adequately controlled by anticoagulants or aspirin for at least 12 weeks can be
recruited to the study.

History of, or current, inflammatory joint or skin disease other than SLE that, in the
opinion of Investigator, could interfere with the inflammatory arthritis or skin

istory of any non-SLE disease that has required treatment with oral or parenteral
eroids for more than a total of 2 weeks within the last 24 weeks prior to
ICF.

9 assessments and confound the disease activity assessments.

Exclusion crit related to infection and malignancy risk factors

9.

10.

11.

12.

13.

History off ent infection requiring hospitalization and IV antibiotics (e.g., 3 or
more of the'§ame infection over the previous 52 weeks).

Known history 0; ry immunodeficiency, splenectomy, or any underlying
condition that predi§p the participant to infection, or a positive result for human
immunodeficiency virus infection confirmed by central laboratory at Screening.

(a) An HIV test must be perforade ing screening, and the result should be
available prior to randomiSatio e partlclpant is ineligible to participate in the
study when positive for HIV anti#ody or infection (i.e., positive nucleic acid test)
performed by the central labora 1pants refusing HIV testing during the

screening period will not be eligib rt101pat10n
At Screening, confirmed positive test for hep serology, as confirmed by central
laboratory, for:
(a) Hepatitis B surface antigen (HBsAg);
Or .
(b) Hepatitis B core antibody (HBcAb) and hepatitis B v DNA detected
above the lower limit of quantitation (LLOQ) by reflex tésting by the central

laboratory at screening
Note: Participants who are HBcAb positive at screening will be teste months
for HBV DNA. To remain eligible for the study, the participant’s HBV B ls
must remain below the LLOQ as per the central laboratory.
Active hepatitis C infection (defined as positive hepatitis C virus [HCV] antibo
detectable HCV RNA as confirmed by central laboratory. &
Any severe case, as defined by study guidelines, of herpes zoster infection at any time
prior to Week 0 (Day 1), including, but not limited to, non-cutaneous herpes (ever),
herpes encephalitis (ever), recurrent herpes zoster (defined as 2 episodes within 2
years) or ophthalmic herpes involving the retina (ever).
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Any herpes zoster infection that has not completely resolved within 12 weeks prior to
signing the ICF.

14. Any clinical cytomegalovirus (CMV) or Epstein-Barr virus infection that has not
completely resolved within 12 weeks prior to signing the ICF.

@y& Opportunistic infection (see section 6.3.2) requiring hospitalization or IV antimicrobial

treatment within 3 years of randomisation.

ny history of severe COVID-19 infection (e.g., prolonged hospitalization
italization for observational purposes is not exclusionary]) or any prior COVID-

19 ion with documented long COVID and/or clinically significant unresolved
segffe
17. Any mild@symptomatic COVID-19 infection (lab confirmed or suspected based on

clinical s ) within the last 6 weeks prior to first dosing.

18. Any of the féllowin
(a) Clinically si Si@:hronic infection (i.e., osteomyelitis, bronchiectasis, etc)

within 8 week ﬂgning the ICF (chronic nail infections are allowed).

(b) Any infection requifing hospitalization or treatment with IV anti-infectives not

completed at least 4 wee p signing the ICF.

19. Any infection requiring oral anti-infecgves (including antivirals) within 2 weeks prior
to Day 1.

20. History of cancer, apart from:

(a) Squamous or basal cell carcinoma o ated with documented success of
curative therapy > 3 months prior to We @1)
€

(b) Cervical cancer in situ treated with apparent ss with curative therapy > 1
year prior to Week 0 (Day 1).
21. Females with abnormal cervical cancer screening result ifiéd in Appendix H:

(a) All females who have been or are sexually active with an }mwix must have
e

documentation of a normal cervical cancer screening (Pap s PV tests as
per local guidelines) result within 2 years prior to randomisationfAny rmal
cervical cancer screening result documented within 2 years prior isation
must be repeated to confirm participant eligibility.

(b) Females aged < 25 years, who have never been sexually active or have we
documented HPV vaccination records may not require a cervical cancer scre

test. /
Prior/Concomitant Therapy

22. Prior receipt of anifrolumab. @
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23

24

@O;s

26.

27.
28.

29.

30.

31.

32.

. Any change in route of administration of oral, SC, or intramuscular methotrexate
anytime within the 8 weeks prior to signing of the informed consent through Day 1

. Receipt of any commercially available biologic agent within 5 half-lives (refer to
Section 7.7.1 and Appendix I for a complete list) prior to signing of the ICF.

. Receipt of any of the following prior to signing the ICF (refer to Section 7.7.1 and
Appendix I for a complete list):

&a. Receipt of B cell-depleting therapy (e.g., rituximab or obinutuzumab see

ppendix I):
f weeks prior to signing the ICF;

rapy was administered >26 weeks ago, if absolute B cell count is below
imit of normal or baseline value prior to receipt of B cell-depleting
thera ichever is lower).

b. Belimumal:%l weeks (< 12 weeks) prior to signing the ICF
A known history*of, @ y or reaction to any component of the IMP formulation or
history of anaphylaXisg uman gamma globulin therapy

Any history of an anaphﬁ: regCtion to human proteins, or monoclonal antibodies
Regular use of > 1 NSAID w@eks prior to Week 0 (Day 1); OR receipt of
fluctuating doses of a NSAID within 2Rveeks prior to Week 0 (Day 1)

Receipt of any of the following:

(a) Intra-articular, intramuscular or IV 0 ()‘s,teroids within 6 weeks prior to
Day 1 Vv/
(b) Any live or attenuated vaccine within 8 e@r to signing the ICF
T

(Administration of killed vaccines is accepta he Spbnsor recommends
Investigators ensure all participants are up to date o @m d vaccinations,
g L %tudy entry)

including influenza [inactivated/recombinant] vacc
(c) Any restricted medication listed in Section 7.7.1 /
(d) Blood transfusion or receipt of blood products (except seru @ within 4

weeks prior to signing the ICF

Receipt of >2 investigational medicinal products for the disease under s )
since time of diagnosis and through signing the ICF.

baricitinib) < 12 weeks or Bruton’s tyrosine kinase (BTK) inhibitor (e.g., ibrutinib,

Receipt of any commercially available Janus kinase (JAK) inhibitor (e.g., tofacifinib o
acalabrutinib, zanubrutinib) < 24 weeks prior to signing the ICF. O

Receipt of any investigational medicinal product (small molecule or biologic agent)
within 4 weeks or 5 half-lives prior to signing of the ICF, whichever is greater

Laboratory Assessments
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33.

Q

At Screening (within 35 days of randomisation), any of the following (note: retesting
of laboratory test results during Screening may be repeated once):

(a) Aspartate aminotransferase (AST) > 2.0 x upper limit of normal (ULN).
(b) Alanine aminotransferase (ALT) > 2.0 x ULN.

(c) ¢

e) Urine protein/creatinine ratio > 2.0 mg/mg (or > 226.30 mg/mmol)

Os (d) Serum creatinine > 2.0 mg/dL (or > 181 umol/L)

) WNeutrophil count < 1000/uL (or < 1.0 x 10°/L)
et count < 25000/uL (or <25 x 10°/L)
(h)  Hemgglobin < 8 g/dL (or < 80 g/L), or <7 g/dL (or <70 g/L) if related to

participantlsSLE such as in active hemolytic anemia
(1) Glycosylated h lobin (HbA1c) > 8% (or > 0.08) at Screening (diabetic
participants

Other Exclusions

34. Any condition that, in t@lion ff Investigator or Sponsor, would interfere with

35.
36.

37.

38.
39.

40.

3.3 Participant enrolment and randomisation

Procedures for withdrawal of incorrectly enrolled participants see Section 3.4. 0:

Investigator(s) should keep a record, the participant screening log, of participants who enter

efficacy or safety evaluation of
at safety risk

Concurrent enrolment in another cligfcal
product

Individuals involved with the conduct o
family members of such individuals
Lactating, breastfeeding or pregnant females or f@ who intend to become
pregnant or begin breastfeeding anytime from initidtton of ning until the end of
16 weeks post last dose of IMP. .

Spontaneous or induced abortion, still or live birth, or pre % 4 weeks prior to
signing the ICF.

estigational medicinal product or put participant

with an investigational medicinal

, their employees, or immediate

Current alcohol, drug or chemical abuse, or a history of such abu

1M1 ygar
before randomisation. /
Major surgery within 8 weeks before signing the ICF or elective major r@
planned during the study period.

/\

pre-study screening. @

Investigator(s) will:
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1  Obtain signed informed consent from the potential participant before any study specific
procedures are performed. The participant is considered enrolled when the ICF is signed
and the enrolment call is done via IVRS/TWRS.

2 Assign potential participant a unique enrolment number, beginning with ‘E#’.

etermine participant eligibility. See Section 3. During screening, the DACRT (see
Section 5.1.2) will confirm eligibility criteria based on the data captured in the electronic

case report form (eCRF) and from the Central Laboratory. Sites will be notified to either
ise or screen fail the participant.
4 Da vestigator will confirm that all eligibility criteria still are fulfilled (including

n
that tg' ical” SLEDAI-2K score is > 4 points, OCS dose has been stable for the last
2 weeksl)a ill then perform the randomisation transaction in the IVRS/ITWRS.

5  Assign eligible pagficipant unique randomisation code and blinded investigational
medicinal prod@ct kit er(s) via IVRS/TWRS.

Specific information cmf the use of the IVRS/IWRS will be provided in the separate

user manual.

At the start of the screening per!od, eac icipant must be allocated an enrollment code
(E-code). The E-code is a 7-digit nu up of the center number and the participant
number within that particular center. This numggber is the participant’s unique identifier and is
used to identify the participant on the eCRO

Investigational medicinal product (anifrolumabé )éhould, if possible, be
administered the same day the investigational medicifialgfroduct kit number is assigned and

the same day all randomisation study procedures are per

Randomisation codes will be assigned strictly sequentially as pas s become eligible for
randomisation. If a participant withdraws from participation in the , ten his/her
enrollment/randomisation code cannot be reused.

3.4 Procedures for handling incorrectly enrolled or rand
participants /

Participants who fail to meet the eligibility criteria should not, under any circumstbe
enrolled or receive study medication. There can be no exceptions to this rule. Particip @o
are enrolled, but subsequently found not to meet all the eligibility criteria must not be
randomised or initiated on treatment, and must be withdrawn from the study. The participa

are considered as screen failure.

Where a participant does not meet all the eligibility criteria but is randomised in error, or @
incorrectly started on treatment, Investigator should inform the AstraZeneca study physician
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immediately, and a discussion should occur between the AstraZeneca study physician and
Investigator regarding whether to continue or discontinue the participant from treatment. The
AstraZeneca study physician must ensure all decisions are appropriately documented.

3.5 Methods for assigning treatment groups

treatment assigned to individual participants will be determined according to a
a isation scheme that has been loaded into the [IVRS/IWRS database. The randomisation
e assigned from a randomisation list prepared by the AstraZeneca randomisation
Sys

Block ran g an [IVRS/ITWRS will be used to randomise participants in a 1:1
i d IV, dose of 300 mg anifrolumab or placebo.

The randomisations ?ﬁed using the following factors:

e SLEDAI-2K score a sg (< 10 points vs > 10 points)

e Randomisation (Day 1) 0 ﬁe (< 10 mg/day vs > 10 mg/day prednisone or
equivalent)

e Region (Mainland China vs NotdVar1 China)

Once a randomisation number has been assighed no attempt should be made to use that

number again. The randomisation schedule I ent code will not be revealed to the

participants, study personnel, or AstraZeneca o T Igative until after the database lock.

3.6 Methods for ensuring blinding /
This study will be double-blind with regard to IV treatmeQﬂfro aab or placebo).
Anifrolumab and placebo are distinguishable during the final p @ step of the
investigational infusion bag. All packaging and labelling of investigat medicinal product
is done in such way as to ensure blinding for all Sponsor and site sta

unblinded pharmacist/designee at site. The kits on the shelf, and the infusi s when
prepared, look identical. Since anifrolumab and placebo can be distinguished at t

preparation step, the unblinded pharmacist/designee will be responsible for
accountability and preparing the blinded IV study therapy according to the handli

instructions.

unblinded pharmacist/designee) or Sponsor staff/designee who are involved in the treatme

or clinical evaluation and monitoring of the participants will be aware of the treatment @
received until the database has been locked and the study has been unblinded. In the event that

the treatment allocation for a participant becomes known to Investigator or other study staff

Neither the participant nor any of the study center personnel (with the exception of the O
nt /
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involved in the management of study participants, the Sponsor, or designee must be notified
immediately by Investigator.

3.7 Methods for unblinding

n the event of a medical emergency, Investigator may unblind an individual participant’s
stigational medicinal product allocation. Instructions for unblinding an individual
ipant’s investigational medicinal product allocation are contained in the [IVRS/IWRS
@ vestigator should promptly document and explain any premature unblinding to the
Spo @ t revealing the treatment given to participant to the Sponsor. Investigator will
record %
assignme

ce documentation the date and reason for revealing the blinded treatment
participant. In general, unblinding should only occur if management of the
medical eme be different based on the participant having received
investigational m al product. In the majority of cases, the management of a medical
emergency would be the s hether or not investigational medicinal product was received
by the participant. If thi @case, the investigational medicinal product allocation should

not be unblinded. /

AstraZeneca or its designee retains tm break the code for SAEs that are unexpected
and are suspected to be causally relatéd t nvestigational medicinal product and that
potentially require expedited reporting to regftlatory authorities. Treatment codes will not be
broken for the planned analyses of data un egisions on the evaluability of the data from

each individual participant have been made and d.
4

Participants who have been unblinded by AstraZen: Safety or designee (and who
have not been unblinded to Investigator or AstraZeneca @hysician) will not, based on the

unblinding alone, be discontinued from further receipt of investi medicinal product.
3.7.1 Unblinding for data and safety monitoring board ¢
An independent DSMB will review safety data throughout the study. B will be

provided with partially unblinded data (data that are summarized by tre
masked treatment group labels). The DSMB may choose to unblind the data¥or addttional
review as specified in the DSMB charter. The Sponsor and the study team will
to all data transfers provided to the DSMB. Details about the DSMB will be inclu
DSMB Charter. For further details on the DSMB, see Appendix A 6.

3.7.2 Unblinding for performing the primary analysis at Week 52 O

There will be 2 clinical database locks (CDLs) in the study. The primary analysis CDL, will ‘
occur after all randomized participants have completed Week 52 (or have withdrawn from the @
study). The primary analysis CDL includes the assessments of the primary, key secondary, and

secondary objectives, including safety. Exploratory objectives available at the time of the
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primary CDL may also be included. No changes to the clinical database up to Week 52 will be

made once the primary CDL has occurred. The final analysis CDL will be performed after all

participants have completed their last visit/assessment. Investigators, participants, and site

staff will remain blinded on the treatment assignments for individual participants who are in

the follow up period at least until these participants have completed the study including follow
riods.

estrictions

ipid profile

required to fast for at least 8 hours prior to assessment of lipid profile at
the visits desgribed in the Treatment Period Study Plan (Table 4). If the participant has not
fasted, he/she sho @ st before the next visit, and the test can be done at that visit.

3.8.2 Donation of blthher biological samples

Participants must not dona from date of randomisation and within 16 weeks after the
S not donate sperm during the course of the study and for

last IMP dose. Male participa f!
16 weeks after the last dose of the in%nal medicinal product.
3.8.3 Perioperative management of investigational medicinal product

Elective surgeries should be avoided duringith if clinically feasible.

3.8.4 Major surgery *

Pre-operative management of investigational medicin( t: if a non-urgent major surgical
procedure becomes necessary during the study, it should e scheduled at least 4 weeks after
the last administration of investigational medicinal product, if cliz

Appendix O).

feasible (see
L 4

3.8.5 Non-major surgery /

The decision to withhold IMP administration is at Investigator’s discretiofi. O/
al

Post-operative management of investigational medicinal product: Investigation
product administration can be resumed at Investigator’s discretion after all of the

e Any postoperative antibiotic course is completed and

criteria are met: &
e External wound healing is complete and O/

e All acute surgical complications have resolved.
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3.9 Discontinuation of study intervention

Participants may be discontinued from investigational medicinal product in the following
situations:

10.
11.

12.
13.

14.

Participant decision. The participant is at any time free to discontinue treatment, without
prejudice to further treatment. The primary reason should be documented as 1 of the

pant is unable to comply with protocol-specified visits and/or procedures due
icts not related to clinical trial.

(c) rceives logistics to be unacceptable.
(d)

(e) Participant' wishe ake a treatment that is not allowed in this study.

(f) An AE or labofatqg & normality is of concern to the participant, but not clinically
significant to phy 4

(g) Other, please specify éaso%

es to participate in another clinical trial.

Lost to follow-up

AE that, in the opinion of Investigator orghe AstraZeneca study physician, contraindicates
further dosing with investigational medicinal™p

uct.
Severe non-compliance with the study prot /‘
Investigator or the AstraZeneca study physician f withdrawal as being in the
participant's best interest.

recommendations or participant expresses an interest to becg ggnant.

Isolated HBc positivity with HBV DNA confirmed by the cefitsa r‘atory.

Positive HIV test. 0

Confirmed diagnosis of non-cutaneous herpes zoster. Q
Anaphylactic reaction or severe hypersensitivity reaction suspected to b IMP.

Participants that develop malignancies during the study should be discontinue
Exception for non-melanoma skin cancers where discontinuation is at the discretio
investigator and/study physician.

Receipt of any prohibited medications identified in Section 7.7.1.2. /

The use of restricted medications listed in Section 7.7.1.3 if, in consultation with the
sponsor, the AstraZeneca study physician determines the participant must be discontinued.

A diagnosis of active TB, premature discontinuation of treatment for latent TB, or
noncompliance with TB therapy. Note: duration of treatment for latent TB should follow
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the local practice. If local practice is not defined, then Centres for Disease Control
guidance should be used.

Additional restrictions related to concomitant medications are discussed in Section 7.7.2.

@ 3.9.1 IMP discontinuation in relation to COVID-19

yarticipants who develop confirmed or suspected severe COVID-19 infection requiring
&oitalization, ICU care or assisted ventilation must have their IMP permanently
inued.

e Patticip with laboratory (central or local) confirmed non-severe COVID-19 infection
must ir IMP temporary withheld with no further IMP dosing until complete
resolutiofl o ptoms for at least 2 weeks and without any sequalae. Restart of IMP

must be disc AZ study physician or designee.

e Participants witi’suspe ymptomatic COVID-19 or known exposure to COVID-19
(close contact) infecti@n isem no antigen or PCR test result available, must have their IMP
temporary withheld and ndergo antigen or RT-PCR test (central or local lab) with
no further IMP dosing un ete resolution of symptoms for at least 2 weeks and
without any sequalae, or remain asy; atic for at least 2 weeks. Restart of IMP must

be discussed with AZ study physi€ia signee.
3.9.2 Participant decision to discontinu€ inyestigational medicinal product

If the participant decides to discontinue inv al medicinal product for any reason,
including but not limited to those outlined in S bgve, the participant will not
receive any further investigational medicinal produ } farticipant may also refuse to

continue any further study observation.

3.9.3 Procedures for discontinuation of a participant fr tigational
medicinal product

L 4
At any time, participants are free to discontinue investigational medié uct or withdraw
from the study (i.e., investigational medicinal product and assessments ion 3.10),

without prejudice to further treatment. A participant that decides to discontifie i gational
medicinal product will always be asked about the reason(s) and the presence 0 : ! It

possible, they will be seen and assessed by an Investigator. AE will be followed up
Section 6); questionnaires (e.g., for participant reported outcomes) if applicable and a
drugs should be returned by the participant.

Discontinuation of investigational medicational product does not necessarily mean O
discontinuation of follow-up or termination of study participation. Participants who @
discontinue IMP will be asked to return for all regularly scheduled clinic visits for the full

treatment period (Table 4) in order to support the final efficacy and safety analysis for
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anifrolumab (see Section 8). Participants with early IMP discontinuation do not need to return
for further safety follow-up assessments if they have been followed up for at least 12 weeks
after the last dose during regularly scheduled clinical visits.

@ If the participant is unwilling to complete all regularly scheduled clinic visits, the participants
Wid complete the Week 52/EDV within 4 weeks of the last dose of IMP, as well as Follow-

it 1 and Follow-up Visit 2 (8 and 12 weeks after the last dose) unless consent is
n. Every effort should be made to have the participants return to the site based on the
re schedule to conduct the EDV. In the event this is not feasible, the EDV should be

condugted asgpon as possible but no later than 4 weeks post-last dose. Participants already
followed east 12 weeks do not need to return for further safety follow-up visits.

The reason for prefhatiisé” discontinuation of investigational medicinal product will be
documented in thésefirce d ents and recorded in the eCRF.

It is essential to collect fn ata as possible for all participants throughout the study and
especially all potential endm ts. Complete withdrawal from the study (i.e., withdrawal
of consent) has a direct negativ&lgact omthe potential validity of all study data and should
be avoided wherever possible. If the pa @

medicinal product prior to their comp
selected study assessments; prioritised assegéments ate listed in Section 4.3.1.

If a participant is withdrawn from study, see Seg ‘

3.10 Criteria for withdrawal /O

nt permanently discontinues investigational
he study and wishes to continue with only

3.10.1 Screen failures

Screening failures are participants who do not fulfil the eligibility fia for the study, and

. . &
therefore must not be randomised. These participants should haveshefreason for study
withdrawal recorded as ‘Eligibility Criteria Not Fulfilled’ (i.e., particiffan s not meet the
required inclusion/exclusion criteria). This reason for study withdrawal id for screen
failures (not randomised participants). Rescreening of a participant will be permi nce.

A minimal set of screen failure information is required to ensure transparent repo
screen failure participants to meet the Consolidated Standards of Reporting Trials
(CONSORT) publishing requirements and to respond to queries from regulatory authoritigs.

Minimal information includes demography, screen failure details, eligibility criteria, and avO
serious adverse event (SAE). /S
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3.10.2 Withdrawal of the informed consent

e A participant may withdraw from the study at any time at his/her own request, or may be
withdrawn at any time at the discretion of Investigator for safety, behavioural, compliance,
@ or administrative reasons. This is expected to be uncommon.

participant who considers withdrawing from the study must be informed by investigator
out modified follow-up options (e.g., telephone contact, a contact with a relative or
edting physician, or information from medical records).

° e time of withdrawal from the study, if possible, an EDV visit should be conducted,
as'shewnsth the SoA. See SoA and section 4.3.1 Follow up visits after premature

disco 13 of IMP for data to be collected at the time of study withdrawal and
follow-upsand femany, further evaluations that need to be completed.
o The pa ant will discontinue the study intervention and be withdrawn from the

study at that %

e Ifthe participant wi nsent for disclosure of future information, the sponsor may
retain and continue to u f collected before such a withdrawal of consent.

e [fa participant withdraws from the s it should be confirmed if he/she still agrees for
existing samples to be used in lin original consent. If he/she requests withdrawal
of consent for use of samples, destructio any samples taken and not tested should be
carried out in line with what was state t ed consent and local regulation.

Investigator must document the decision existing samples in the site study
records and inform the Global Study Team. 4

A participant who withdraws consent will always bée x ut the reason(s) (see
Section 3.9) and the presence of any AEs. Investigator willl fofow-up AEs outside of the
clinical study.

If a participant withdraws from participation in the study, then h
enrolment/randomisation code cannot be reused. Withdrawn particip@not be replaced.

3.11 Discontinuation of the study O

The study may be stopped if, in the judgment of AstraZeneca, trial participants /@d at

undue risk because of clinically significant findings that:

e Meet individual stopping criteria or are otherwise considered significant,

e Are not considered to be consistent with continuation of the study.

e Are assessed as causally related to study intervention, O/
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Regardless of the reason for termination, all data available for the participant at the time of
discontinuation of follow-up must be recorded in the eCRF. All reasons for discontinuation of
treatment must be documented.

@ In terminating the study, the Sponsor will ensure that adequate consideration is given to the

yction of the participants’ interests.
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4 STUDY PLAN AND TIMING OF PROCEDURES

The Study plan detailing the procedures at screening, during the treatment and follow-up
period are presented in Table 3, Table 4 and Table 5.

Study plan
aS Study plan detailing the procedures at Screening
v Screening Details in
Section
Writtén, i consent /assignment of E# X 10.4
Medical hi X 5.14
Complete amination, weight and height X 5.2.2
Vital signs X 523
ECG X 5225
Serum chemistry, h: logy, urinalysis X 5.2.1
Urine protein/creatinine ratio X 5.2.1
ANA, anti-dsDNA antibodi i=Sm antibody ° X 543
B cell count © X 5.2.1
Chest X-ray (only in participan not had a chest X 5261
radiograph within 12 weeks prior to signing the ICF) ¢ o
FSH in postmenopausal females X 5.2.1
Serum pregnancy test in all females of child @u tential X 5.2.1
Blood test for TB f X 5.2.6.1
Hepeatitis B and C X 5.2.1
HIV test X 5.2.1
COVID-19 test and COVID-19 questionnaire X 5.2.7
5.2.1
Cervical Cancer Screening Test (HPV/Pap smear) | / e 5223
C3, C4, CH50 complement / 5.2.1
BILAG-2004 associated laboratory tests (anticardiolipin, lupus X 591
anticoagulant, haptoglobin, and Coombs £) -
C-SSRS 5.2.5
BILAG-2004 xh 5.1.4
CLASI X ¢ 518
SLEDAI-2K X" / 513
PGA Xh 5.1.5
Joint count Xh 1.
TB questionnaire X 6.
Assessment of AEs/SAEs/AESIs X ;
ACR classification criteria X
Concomitant medications, including SLE medications X
Verify eligibility criteria X

ACR = American College of Rheumatology; AE = adverse event; AESI = adverse event of special interest;
ANA = antinuclear antibody; anti-Sm= Anti-Smith; BILAG = British Isles Lupus Assessment Group; C3 = third co
of complement; C4 = fourth component of complement; CH50 = total hemolytic complement; CLASI = Cutaneous Lupu.

Erythematosus Disease Area and Severity Index; C-SSRS = Columbia Suicide Severity Rating Scale; CT = computed

tomography; dsDNA = Double stranded deoxyribonucleic acid; ECG = electrocardiogram; FSH = Follicle-stimulating ﬁ
hormone; HIV= Human immunodeficiency virus; HPV=Human Papilloma Virus; IGRA =Interferon-gamma release assay;

PGA = Physician’s Global Assessment; QFT-G= QuantiFERON®-TB Gold In-Tube; SAE = serious adverse event; SLE

=Systemic lupus erythematosus; SLEDAI-2K = Systemic Lupus Erythematosus Disease Activity Index 2000; TB =

tuberculosis
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2Medical History will include details for each body system contained in the BILAG-2004 assessment (BILAG Related
History)

"Redraw for ANA and anti-dsDNA can be done within the 35 days screening window, however, results must be available
within the 35 days screening window for participants to be randomised.

“Receipt of B cell-depleting therapy (including but not limited to, ocrelizumab, ofatumumab, atacicept, obinutuzumab, or
rituximab) < 26 weeks prior to signing the ICF (<40 weeks for atacicept), and if therapy was administered > 26 weeks ago
(40 weeks for atacicept), absolute B cell less than the lower limit of normal or baseline value prior to receipt of B cell-
depleting therapy (whichever is lower).

10- posterior, and lateral images are required whenever possible, or per standard of care.

essments required to determine eligibility and stratification are allowed anytime during the screening period as long as

-gamma release assay (IGRAs) using QuantiFERON®-TB Gold In-Tube (QFT-G) Test

test samples will only be collected per Investigator’s opinion, measured by local laboratory, and applicable
ssess quirements for determining haemolytic anaemia.

m ust all be completed at the same visit (SLEDAI-2K, BILAG-2004, joint count, PGA, and CLASI).
h an intact cervix should have a Cervical Cancer Screening Test (HPV/Pap smear) within 2 years
ess female < 25 years old which is specified in Exclusion Criteria #21). Since access to a HPV/Pap
he Sponsor recommends that local guidelines for obtaining HPV/Pap smears in participants who

0.

FThese a

e

C
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Table 4 an detailing the procedures during the Treatment Period (double-blind period)

Visit " V14 EDV-  Details
Number vy v, Vs V6 VI V8 V9 VIO Vil vz VI3 (€oT-DB) DB in

v 8 Section
3:,‘;21{ W0 W4 WS W‘/ W20 W24 W28 W32 W36 W40 W44 W48 W52 NA -~ NA
Procedur +7 NA NA
e/Visit &D )+ DNy D 7D 7D +7D £D 7D +7D +7D
‘Window
EQ-5D- 53.1
SL, Lupus 533
QoL, X X / X X X 534
WPAI
Medical / 5.1.4

: X

history
Complete
physical X X X 522.1
examinati
on
Focused
physical | X X X X X X X X X 5222
examinati
on
Weight X X X X X X X X X *x X X X X 522
Assessme /
nt of
Cushingoi X X O X X 5224
d features
ECG X X X 5225
Vital X X X X X X X X X X X X X X 523
signs
Serum
chemistry,
haematolo X X X X X X X X X X X X X X 5.2.1

gy, and
urinalysis
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Visit
Number — yqa y) V4

Vé \4 V8 V9

Study wo w4 wsf wi 16 W20 W24 W28 W32
Week

Procedur 47
e/Visit +7D D +
Window

Cervical
cancer
screening
(HPV/P
ap
smear )
Urine
pregnancy X X X X
test®
TB blood
test (QFT- x4
G)
HBV
DNAM
Immunolo
gy profile X
K

Lipid
profile®
Cardiovas
cular risk
assessmen
t

IFN 4-
gene
sample X
collection
f

PK blood
sample
(predose)
g

+7D +7D +7D +7D

V10 Vi1

W36 W40

+7D +7D

V12

W44

+7D

Vi4
V13 (EOT-DB)

W48 W52

+7D +7D

EDV-
DB°

NA

NA

Details
in
Section

NA

NA
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Visit V14 EDV-  Details

Number vy V4 V5 V6 VI V8 V9 VIO Vil V12 VI3 €or-pB) DB’ o tion
i

3:,‘;212 w0 W4 W8 @ 16 W20 W24 W28 W32 W36 W40 W44 w48 W52 NA NA

Procedur 47 NA NA

e/Visit +7D D + +7D +7D +7D +7D +7D +7D +7D +7D +7D

Window

PK blood

sample

(postdose) X X 5.4.1

g x

Immunog

enicity

blood X X /\ X X X X 5.4.3

sample

(predose)

SLEDAI-

2K

associated X X X X X X X X X X X X X 5.2.1

laboratory

tests P

[

] ¢

.

. 542.1

— [ | [ | [ | [ | [ | [ | [ |

[

(PD

marker)’

C-SSRS X X X X X X X X X X X ‘X X X 5.2.5

OB(LI{AG-Z X X X X X X X X X X X / X X 5.14

BILAG-2

004

associated X X X X X X X X X X X X X 5.2.1

laboratory

tests |

CLASI X 5.1.8

>
XX
ol
>
>
XX
XX
XX
XX
XX
XX
XX
XX
39,

SLEDAI- X 513

: 8,
SDI X X X 5.1.7
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EDV- Details
DB° in
Section

Visit Vi4
Number vy V4 V5 V6 VI V8 V9 V10 Vil V2 VI3 (EOT-DB)

3:,‘;212 W0 W4 W8 i W1 16 W20 W24 W28 W32 W36 W40 W44 W48 W52 NA NA
Procedur NA NA
e/Visit +7D + +7D +7D +7D +7D +7D +7D +7D +7D +7D

Window

PGA X X X X X X X X X X X X X 5.1.5
Joint X X X X X X X X X X X X X 5.1.9
count

Protocol-

specified

steroid

tapering
(if
indicated)

Medical

Resource

Use X X X X X
Questionn

aire

TB

questionn X X X X X X X X X X X X X X 5.2.6.3
aire *

Assessme

nt of X X X X X X X X X X/O X X X X 6

o
o
o
o
o
o
o
o

532

AEs/SAE
s/AESIs
Concomit
ant

medicatio
ns
Verify

eligibility ~ X 3.1,32

criteria

Randomi

andomis 33
ation
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Visit

V14 EDV-  Details
Number — yqa v V4 Vs V6 V7 V8 7 V10 Vil V2 V13 (EOT-DB) DB® in
Section
3:,‘;2])(’ W0 W4 WS ([ W12/ . 16 W20 W24 w28 W32 W36 W40 W44 W48 W52 NA NA
Procedur 47 NA NA
e/Visit +7D D + +7D +7D +7D +7D +7D +7D +7D +7D +7D
Window
Investigati
onal
medicinal -y X X X X X X X X X X 7
product
administra
tion !
AE = adverse event; AESI = Adverse Event of Special Interest ; =aBiitish Isles Lupus Assessment Group; CLASI = Cutaneous Lupus Erythematosus Disease Area and
Severity Index; C-SSRS = Columbia Suicide Severity Rating Scale (C- S); dsDNA = double stranded deoxyribonucleic acid; ECG = electrocardiogram; EDV = Early
Discontinuation Visit; EQ-5D- 5L = EuroQoL 5 dimensions; HBV = liepatitis B viftSRpHPV = Human Papilloma Virus; IFN = interferon; PD = pharmacodynamic; PGA =

Physician’s Global Assessment; PK = pharmacokinetic; QFT-G = QuantiFERQ,
Collaborating Clinics/American College of Rheumatology Damage Index; S
WPAI = Work Productivity and Activity Impairment.

30nce screening assessments needed to confirm eligibility and stratification are complgfe; all
be randomised. There does not need to be 35 days between screening and Randomisa
"Female participants should have a Cervical Cancer Screening Test (HPV/Pap smear) pe 2 dard of care, if possible, between Week 48 and Week 52 to ensure that there
is no evidence of new cervical dysplasia (unless female < 25 years old which is specified i eria #21). Since access to HPV/Pap smears may vary by county, the
Sponsor recommends that local guidelines for obtaining HPV/Pap smears in participants who e 1ved immunomodulators or immunosuppressive treatment be followed.
For participants who early discontinue investigational medicinal product, and is willing to return gularly clinic scheduled visits, the HPV/Pap smear should be done
between Week 48 and Week 52.

®Urine pregnancy test in females of childbearing potential.

4Only for participants with indeterminate QFT-G result at screening but no latent TB treatment is warrant@@®The QF
6 months. See section 6.3.5 for more instruction.
Lipid profile (cardiovascular assessment) - participants will be required to fast for at least 8 hours prior to this a
be performed under fasted conditions at the next visit.

old In-Tube; SAE = serious adverse event; SDI = Systemic Lupus International
Systemic Lupus Erythematosus Disease Activity Index 2000; TB = tuberculosis;

oratory results are reported, and central review is complete, a participant may

ill be retested at Week 12 and Week 24 for the first

a wrticipant has not fasted, the assessment should

"SLEDAI-2K associated laboratory tests are C3, C4, CH50 complement, anti-dsDNA antibodies, urine protein/creatinine ratio. It @entralllabogatory results are not available for
SLEDAI-2K associated samples drawn on the date of visit, labs should be redrawn one time within 14 days of SLEDAI-2K assessment da

, . |
JBILAG-2004 laboratory tests to include Coombs (if applicable), anticardiolipin, lupus anticoagulant, haptoglobin. Note: In order to aveid o bring the participant back

for a separate phlebotomy, the blood specimen for anticardiolipin, lupus anticoagulant, haptoglobin will be collected at the specified visitsihoweVe blood will be stored at
the central laboratory, and the analyses performed only if Investigator indicates that these tests need to be completed because of clinical suspiClo; agmolytic anaemia or
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- )

antiphospholipid syndrc cct Coombs test samples will only be collected per Investigator’s opinion at local laboratory and applicable BILAG assessment requirements for
determining haemolytic an@émia.

KImmunology profile include: ti-Sm, anti-RNP, anti-SSA, and anti-SSB, and quantitative immunoglobulins.

Investigational medicinal pro ministered as an IV infusion via an infusion pump over a minimum of 30 minutes.

™MParticipants who are HBcAD positiye at scieening will be tested every 3 months for HBV DNA. To remain eligible for the study, participant’s HBV DNA levels must remain
below the LLOQ as per central labo

"In order to help understand the potential déirg- dness of any hypersensitivity or anaphylaxis reaction, possible additional ADA testing (if not already scheduled for a
visit) may be collected and analysed

°If the participant is unwilling to complete all
medicinal product, as well as Follow-up Visit 1
continue with any study visits, including EDV visit,

heduled clinic visits, the participant should complete the EDV within 4 weeks of the last dose of investigational
p Visit 2 (8 and 12 weeks after the last dose) unless consent is withdrawn. If the participant is unwilling to
imum, the assessments mentioned in section 4.3.1 should be completed.

/A
/‘

e
7
s
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Table § Study plan detailing the procedures during follow-up
Visit Number Follow-up Visit 1°  Follow-up Visit2®  ocoasin
Section
Study Week 8 weeks post last dose 12 weeks post last dose
Procedure/Visit Window +7D +7D
EQ-5D-5L, WPAI X 5.3.1;5.34
plete physical examination, X 599
X X 523
X X 5.2.1
X X 5.2.1
X X 54.1
X 543
X X 5.2.6.3
I u -
SLE]EAI-ZK associated labo X X 591
tests
BILAG-2004 associated labora ﬁ X 591
tests ©
C-SSRS X X 5.2.5
BILAG-2004 X X 5.14
CLASI X X 5.1.8
SLEDAI-2K X X 5.1.3
PGA X X 5.1.5
Joint count X X 5.19
Medical Resource Use
Questionnaire X * 3:3.2
Assessment of AESIs X 6.3;6.6
Assessment of AEs/SAEs X 6
Concomitant medications X 7.7
AE = adverse event; AESI = Adverse Event of Special Interest; BIL Britishffsles Lupus Assessment Group;
CLASI = Cutaneous Lupus Erythematosus; Disease Area and Severity IndexyFQ-5D35L = EuroQoL 5
dimensions; IFN = interferon; PD = pharmacodynamic; PGA = Physician’s Global ASeséthent; PK =

pharmacokinetic; SAE = serious adverse event; SLEDAI-2K = Systemic Lupus Eryt sus Disease Activity

Index 2000; TB = tuberculosis; WPAI = Work Productivity and Activity Impairme = Columbia

Suicide Severity Rating Scale.

2Follow-up assessments are to be completed when participants complete the study (e.g., ear iftation or after
the treatment period). Participants with early IMP discontinuation do not need to return for furtijer ollow-

up assessments if they have been followed up for at least 12 weeks after the last dose during regul duled

clinical visits.
SSLEDAI-2K associated laboratory tests are C3, C4, CH50 complement, anti-ds DNA, urine protein/cre@tinihe
ratio. If central laboratory results are not available for SLEDAI-2K associated samples drawn on the date isit,
labs should be redrawn one time within 14 days of the SLEDAI assessment date.

°BILAG-2004 laboratory tests to include Coombs (if applicable), anticardiolipin, lupus anticoagulant, /
haptoglobin. Note: In order to avoid having to bring the participants back for a separate phlebotomy, the blood

specimen for anticardiolipin, lupus anticoagulant, haptoglobin will be collected at the specified visits, however

the blood will be stored at the central laboratory, and the analyses performed only if Investigator indicates that

these tests need to be completed because of clinical suspicion of haemolytic anaemia or antiphospholipid
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syndrome. Direct Coombs test samples will only be collected per Investigator’s opinion at local laboratory and
applicable BILAG assessment requirements for determining haemolytic anaemia.

In order to help understand the potential drug-relatedness of any hypersensitivity or anaphylaxis reaction,
possible additional ADA testing (if not already scheduled for a visit) may be collected and analysed.

2, Enrolment/screening period

eening, participants are assessed to ensure that they meet eligibility criteria. Once the
ipant signs thelCF, they are considered enrolled in the study. Participants who do not
meet th€segriteria must not be randomised into the study.

Screenin es will be performed according to the Screening Study Plan (Table 3), from
Day -35 to

are complete, a
may be randomise
(Day 1).

Once screening assessments needed to confirm eligibility and stratification

atory results are reported, and central review is complete, a participant
ere not need to be 35 days between screening and Randomisation

Chest radiograph and CeI'VLQ Screening Test may be completed anytime during the
screening period as long as all ¥€sults havéeen reviewed by Investigator prior to

randomisation.

If a participant does not meet eligibility critgfia on the basis of a laboratory value then the
laboratory value may be repeated once wit ening period.

4.2.1 Other considerations for screenin é

4.2.1.1 Oral examination Q

In several biological programs there have been serious inféetions aundie
Ludwig’s angina. Although this has not been seen in the anifro @ gram, Investigators
should check a participant’s oral cavity and review their dental health lly during the
screening process. While a dental examination is not required prior t nt in this study,
Investigators are cautioned to consider carefully whether participants hayeJactiye caries or a
dental infection that might impact on participant safety prior to enrolment. /

As participants with SLE have impaired immune response, are treated with :

immunosuppressants and are at potential risk for malignancy, it is recommended that &:

death related to

4.2.1.2 Mammography

participants enrolled into the study are compliant and up to date with local recommendatio
for mammography or other screening procedures for breast cancer. @
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4.2.2 Re-screening participants who screen fail

If a participant fails screening for inadequate disease activity, or other reason, which, in the
opinion of Investigator, may change to make the participant eligible, the participant may be
re-screened 1 time. The same E-code that the participant received at the first enrolment will be
ed. In this case, the participant will re-sign the informed consent document. If the
icipant fails screening twice, they may not undergo further screening for this study. Initial
@g procedures completed within the 35 days prior to participant randomisation need not

éduring the re-screen visit.
4.3 t period

Procedures duriigithe Treatment Period will be performed according to the Treatment Period
Study Plan (Ta Randomisation (Week 0) to Week 52. The participant-reported
outcome assessm hould be completed by the participant (unassisted by spouse, family
members or friends) priorg0 all other evaluations, and prior to the infusion, as disease

ay confound the results.

assessments/clinical evalua

been received, confirming that partici ts disease activity eligibility (Inclusion
Criterion No. 9, 10 and 11). The DACRT view all data necessary to characterize
participant SLE in relation to the SLEDAI-2K, -2004, and PGA assessments
(including central laboratory results).

Before scheduling the Randomi€ation (Dgé) visit, ensure notification from the DACRT has

A
On Day 1, ensure participant meets eligibility cri 141ding Day 1 assessments according
to the Treatment Period Study Plan (Table 4). Particip rmed to be eligible will be

randomised. Investigational medicinal product (anifrolu or placgbo) should be
administered the same day the investigational medicinal product ber is assigned and
the same day all randomisation study procedures are performe 4

Participants will have scheduled visits at 4-week (£7 days) intervals
specified assessments and investigational medicinal product administra

preferred to be completed in the same day, but are also allowed to be completed w

hours if needed. @ :

medicinal product (anifrolumab or placebo) administration and required study @s are

The last dose of investigational medicinal product will be administered on Week 48. At We

52, participants will have an End of Treatment (EOT) visit. For participants who prematurely /
discontinue investigational medicinal product and are not willing to continue to participate in @

the study refer to Section 3.9 and Section 4.3.1.
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4.3.1 Follow up visits after premature discontinuation of investigational
medicinal product

Participants who discontinue investigational medicinal product (see Section 3.9) will be
asked to return for all regularly scheduled clinic visits. If the participant is unwilling to
lete all regularly scheduled clinic visits, the participant should complete the EDV within
eeks of the last dose of investigational medicinal product, as well as Follow-up Visit 1 and

ollowsup Visit 2 (8 and 12 weeks after the last dose) unless consent is withdrawn.
@
If the

rtiﬁl is unwilling to continue with any study visits, including EDV visit, at a
0

minimung, llowing assessments should be completed:

° SLED the associated laboratory tests (anti-dsDNA antibodies, C3, C4,
CH50).

o BILAG-2004"1abora ests to include anticardiolipin, lupus anticoagulant,
haptoglobin and (f‘ Coombs will be performed at local laboratory as applicable
per BILAG assessm uirements).

o Note: In order to avoid ng to bring the participant back for a separate phlebotomy,
the anticardiolipin, lupus antiand haptoglobin blood specimen will be
collected at all specified visits$how the blood will be stored at the central

laboratory, and the analyses performegd’only if Investigator indicates that these tests
need to be completed because of cli spicion of haemolytic anaemia or
antiphospholipid syndrome. Direct Coomn @ sashples will only be collected per

Investigator’s opinion at local laboratory and le BILAG assessment
requirements for determining haemolytic anaerx
o CLASI

) PGA
° Joint count

L 4
The following safety assessments will also be completed: /&

. Serum chemistry, haematology, urinalysis O
) Urine for protein, creatinine and urine-protein-creatinine ratio /O

o Lipid Profile defined in Section 5.2.1.1

o Immunology Profile defined in Section 5.2.1.1 0 :

o Vital signs

. Complete physical examination, weight

o AE including AESIs @
o Cardiovascular risk assessment
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o TB questionnaire
. Concomitant medications

If the participant does not agree to do this, they will be asked if they can be followed on a
monthly basis via telephone calls until 12 weeks post the last dose of IMP. At these calls, they

@ye asked about AEs/SAEs, lupus symptoms, and lupus medications. Steroid bursts will
b

e captured.
@ﬁéents will be followed up per Section 6.4.2.
4.3.2 ﬁ) follow-up
A particip e considered lost to follow-up if he or she repeatedly fails to return for

scheduled vis &ble to be contacted by the study site.
The following actions m%aken if a participant fails to return to the clinic for a required
study visit:

e The site must attempt to come participant and reschedule the missed visit as soon as

possible and counsel the participan importance of maintaining the assigned visit
schedule and ascertain whether 0 articipant wishes to and/or should continue in
the study.

e Before a participant is deemed lost to fi - vestigator or designee must make every
effort to regain contact with the participant gble, 3 telephone calls and, if
necessary, a certified letter to the participant’s la n mailing address or local
equivalent methods). These contact attempts shou mented in the participant’s

medical record.

sidered to have
L 2

e Should the participant continue to be unreachable, he/she w,
withdrawn from the study.

&
4.4 Unscheduled visit Q

There may be times a participant needs to have an unscheduled visit. In ofjshould
determine the assessments to be completed based on the reason for the unsc %it and
for participant safety. Concomitant medications and AEs should be completed a

participant has an unscheduled visit.

If a participant presents for an unscheduled visit in lieu of a regularly scheduled visit (i.€5

participant is seen for safety and efficacy assessments when a regularly scheduled dosing o /
follow-up visit is missed), Investigator should complete all possible safety and efficacy

assessments applicable to the missed visit. Unscheduled efficacy assessments should not be @
collected in between completed regular study visits.
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4.5 Follow-up period
Procedures will be performed according to the Follow-up Period Study Plan (Table 5).
Participants who complete the double-blind treatment period will have follow-up visits at
@ Week 56 and Week 60. Participants who are withdrawn from the investigational medicinal
&mct and do not agree to complete the 52-week study period, should complete the EDV

it within 4 weeks of the last dose of IMP, and be followed 8 and 12 weeks after the last
dose’ mpleting the Follow-up Visit 1 and 2 assessments (see Section 3.9).

4.6 mpletion and end of study

An indivi cipant will be considered to have completed the study if the participant was

followed up u 6 id’of the study (Week 60, or Week 52 for those participants who
prematurely discontigiie the igestigational medicinal product and complete a minimum of 12

weeks of follow-up) regar of the number of doses of investigational medicinal product
that were received. The @ study (“study completion”) is defined as the date of the last
protocol specified visit/ass ﬁ the last participant in the study.

).
S,
s
%
o
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S5 STUDY ASSESSMENTS

The Web Based Data Capture (WBDC) system will be used for data collection and query
handling. Investigator will ensure that data are recorded on the eCRF as specified in the study
@ protocol and in accordance with the instructions provided.

awstigator ensures the accuracy, completeness, and timeliness of the data recorded and of the
isipn of answers to data queries according to the Clinical Study Agreement (CSA).
I will sign the completed eCRF. A copy of the completed eCRF will be archived at

the study ‘?

5.1 Effi z@sessments

Efficacy measure @ will be made at the times indicated in the Study Plan (see Table 3 for
assessments to be perform creening, Table 4 for Treatment Period, and Table 5 for

Follow-up). Participant-rgpo outcome assessments should be completed by the participant,
unassisted by spouse, fami bers or friends.

5.1.1 Training and certi%temic Lupus Erythematosus assessments

In order to maintain consistent evaludtio E disease activity across study sites, training
and certification of Investigators and designafed site personnel who will be completing the
disease evaluations listed below will be co

e SLEDAI-2K é‘

e BILAG-2004

e PGA O

e SDI

L 4
L4 CLASI /
e Swollen and tender joint count evaluation Q
vesti

The SLEDAI-2K, BILAG-2004, PGA, and CLASI must be administere or or
another qualified physician, unless prior sponsor approval has been obtaine other
clinically trained site personnel with documentation of adequate assessment experi @ er the
study central review plan. The joint count evaluation can be completed by other sitSwyp€rs 1
who, as per Investigator discretion, are qualified to perform the assessments and have S :

one year of experience administering the joint count evaluation. Training will include print
training materials, digital media and formal presentations, as well as web-based training

modules. @

After attending study presentations (i.e., Investigator Meeting) or after completion of online
training modules, all Investigators and designated site physicians must pass an online
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examination in order to obtain certification for all disease evaluation assessments, with the
exception of the joint count evaluation. Investigators and designated site personnel must be
trained and certified prior to participants entering screening at their respective sites. All
assessments and certifications must be renewed via the study online training website prior to
expiration and must remain current (not expire) throughout the course of the study. If there is a
ge in site personnel over the course of the study, new Investigators or physicians must be
&d prior to performing the SLEDAI-2K, BILAG-2004, PGA, and CLASI assessments.

d that Investigator will ensure all joint count assessors have adequate experience
off year) and training qualifications to perform the swollen and tender joint count
@ors (including any new Investigators or site personnel) must complete the

It
(mini
assessme

online joint cuntftraining module and obtain certification prior to performing any joint
assessment. &

Documentation of all traﬁill be maintained in the site’s study file.

Over the course of the stud tgator assessments for a given participant should be

completed by the same trained afid/or certified Investigator, designated physician, or qualified
site personnel (as described above) whe @ possible.

5.1.2 Disease activity central reviewea
The study has a DACRT made up of indivi yhoyare medically-qualified individuals

and/or support staff who assist in the ongoing @ nént @f this trial. The DACRT will
review all data necessary to characterize participant fowever, the group will remain
blinded for the duration of the study. DACRT Group fiegibersywill have access to an
independent expert on SLE disease activity indices for unamticipatediigsues with regards to
interpretation of these indices.

L 4
The DACRT will be utilized to confirm eligibility during screening a%’ be utilized
throughout the study to confirm SLEDAI-2K, BILAG-2004, and PG & The DACRT
will also ensure that the completion of efficacy assessments by Investiga s@)r er
quality and consistency. /

If there is inconsistency between assessments, additional clarification and training

assessments will be provided through the DACRT. @ :

The SLEDAI-2K index (see Appendix E) consists of a list of organ manifestations, each with ‘
a definition. A certified Investigator or designated physician will complete the SLEDAI-2K
assessment and decide whether each manifestation is “present” or “absent” in the last 4 weeks.

5.1.3 Systemic Lupus Erythematosus Disease Activity Index 2000
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The assessment also includes the collection of blood and urine for assessment of the
laboratory categories of the SLEDAI-2K.

The SLEDAI-2K assessment consists of 24 lupus-related items. It is a weighted instrument, in
which descriptors are multiplied by a particular organ’s “weight”. For example, renal
iptors are multiplied by 4 and central nervous descriptors by 8 and these weighted organ

dicating inactive disease. The SLEDAI-2K scores are valid, reliable, and sensitive
ssments of lupus disease activity. The SLEDAI-2K calculated using a timeframe
of 30 pHAQr to a visit for clinical and laboratory values has been shown to be similar to the
SLEDAI- @ 10-day window (Touma et al, 2010). A timeframe of 28 days will be used

& estations are totalled into the final score. The SLEDAI-2K score range is 0 to 105 points
c

in this study.

of points attributable to a ne or laboratory results including immunologic measures. Its
use may permit earlier clini isions to be made without waiting for immunologic
measures (including anti-ds ibodies and C3, C4, and CH50 complement levels).
However, in any circumstance Where the #@linical” SLEDAI-2K score is used, sites must
subsequently update the SLEDAI-2 nt when laboratory data become available so
that the full SLEDAI-2K score is made ava&o the Sponsor.

The “Clinical” S%ﬂ: is the SLEDAI-2K assessment score without the inclusion

A quick Reference Guide will be provided personnel, which contains detailed
protocol-specific clarifications and extensions -%K clinical parameter definitions
and a guidance for correlating SLEDAI-2K and B -2004 clinical parameters.

5.1.4  British Isles Lupus Assessment Group 20

The BILAG-2004 is a translational index with 9 organ systems al, Mucocutaneous,

Neuropsychiatric, Musculoskeletal, Cardiorespiratory, Gastrointe

) thalmic, Renal
and Haematology) that is able to capture changing severity of clinicalgha tations (see
Appendix F). It has ordinal scales by design and does not have a global& her it records
disease activity across the different organ systems at a glance by comparing fhe i iate
past 4 weeks to the 4 weeks preceding them. It is based on the principle of p janse
Intention-to-Treat and categorizes disease activity into 5 different levels from A to@

e (Grade A represents very active disease requiring immunosuppressive drugs and/o& :

prednisone dose of > 20 mg/day or equivalent

e Grade B represents moderate disease activity requiring a lower dose of corticosteroids,
topical steroids, topical immunosuppressives, antimalarials, or NSAIDs @

e (Grade C indicates mild stable disease

e Grade D implies no disease activity, but the system has previously been affected
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e Grade E indicates no current or previous disease activity

Although the BILAG-2004 was developed based on the principle of Intention-to-Treat, the
treatment has no bearing on the scoring index. Only the presence of active manifestations

@ influences the scoring.
Q.l Protocol-specific clarification and extension of BILAG-2004 definitions
-

Reference Guide will be provided to all study personnel, which contains detailed
protdeol-specific clarifications and extensions of BILAG-2004 clinical parameter definitions
Can:'e

correlating SLEDAI 2K and BILAG-2004 clinical parameters. Please refer
to this ‘gui en completing disease activity assessments. Important extensions of selected
BILAG-2004 ;@ jary definitions are included as follows:

Protocol-specific ns of BILAG-2004 and SLEDAI-2K clinical parameter definitions:

(a) BILAG-2004 A fcore in the musculoskeletal organ system due to active
polyarthritis, defi ollows:

- “BILAG 2004 A™*s¢ rthritis (BILAG 2004 #41) manifested by observed
active synovitis in >2 joints arked loss of functional range of movements
and significant impairme activities of daily living (ADL), that has been

present on several days cumulativgly over the past 4 weeks, including at the time

of the Screening visit. Basic A
require assistance or assistive deviCes
in source): ambulation, toileting, groo
oneself.

ned as the following activities which
astJ must be present and documented

|
g: Lﬂing bathing, dressing, feeding

- For scoring BILAG-2004 as severe arthritis (A), the affected joints must have clear
signs of synovitis (tender AND swollen) that is due to tivity with significant
impact on basic daily activities and need for assista bove and non-SLE
related causes that may affect joint activity and basic A fc as osteoarthritis
or obesity must be ruled out. The joint activity would reqir ent with high
dose systemic steroids and/or immunomodulators/immunosu including
biologics. Although activity in only 2 joints could qualify for a score for
arthritis, this is expected to occur very rarely.

- BILAG 2004 B”: moderate arthritis or tendonitis or tenosynovitis (BIL

#42) defined as tendonitis/tenosynovitis or active synovitis in > 1 joint (obs
or through history) with some loss of functional range of movements which leaco

to some loss of functional range of motion as manifested by effects on instrumen

ADLs (such as cooking, driving, using the telephone or computer, shopping, @
cleaning, etc), which has been present on several days over the last 4 weeks and is

present at the time of the Screening visit. The joint activity must be due to SLE

with other causes excluded and with activity that would need treatment with
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moderate systemic steroid doses, intraarticular steroid injection and/or
antimalarials. Although activity in only 1 joint could qualify for a BILAG B score
for arthritis, this is expected to occur very rarely
(b) BILAG-2004 and SLEDAI-2K “lupus headache”: lupus headache is rare, migraine,
tension or cluster headaches should not be recorded. Lupus headache should only be
recorded if it is disabling, lasts at least 3 days, and does not respond to narcotics. It is
expected that its severity would prompt formal testing (lumbar puncture, magnetic
& esonance imaging [MRI], CT, etc) and require corticosteroids and/or

suppressants and potentially hospitalisation for treatment. Lupus headache is
red a manifestation of lupus cerebritis.

s and BILAG Bs assigned via the scoring algorithms of the BILAG
e?ﬁ representation of clinically significant worsening disease
O

The majority
2004 are conside
activity; however, there is gffeature within the BILAG-2004 Index Scoring algorithms that can
result in an A or B assigfied e ody system which had improved, and then remained at the
‘same’ level of improveme ied to previous visits. Items marked ‘same’ frequently
warrant assignment of an A or #B catego‘ ollowing the BILAG-2004 Index Scoring based

on the BILAG principle of Intention-tg tAThese are “false” A or B categories because
they are not true worsening of disease activitybut are due to unchanged or the same disease
activity that has previously improved. Thes¢™ falge” A and B can only be determined and
subsequently re-scored after a participant ha ed a series of visits that define true state

of SLE disease activity. / ¢
{ clinically significant

The DACRT will differentiate "false" A and B scores

worsening by reviewing all BILAG-2004 Index scores fi ch partigipant’s visits. A modified
BILAG-2004 Index Scoring Rules will be used. The modified BHFA les and the review
process and scoring as well as references used that justify the n1ed onfare detailed in a

charter developed for this exercise.

5.1.5 Physician global assessment % /

A trained and certified Investigator will complete the PGA (see Appendix G
represents the physician’s overall assessment of average SLE disease severity on a
with 0 (no disease) to 3 (severe) disease activity over the last 4 weeks. The PGA for'
participant should be completed by the same physician whenever possible.

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. This refers to the most severe possible disease, and does

not reflect the most severe seen in a particular participant, but the most severe disease ever

seen in all SLE participants. Therefore, the line made by the physician along this scale should
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virtually never get to this edge. 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 demarcations possible

@ among more mild-moderate symptoms.

d be moved relative to the score from the previous visit. This is a global assessment,
g in all aspects of the participant’s lupus disease activity. It should not reflect non-

lu @al conditions.
5.1.6 % ticosteroid reduction

Please refer

WA scoring the PGA, the score from the previous visit should be reviewed and the mark
0

7.7.3 for all information regarding steroid tapering.

5.1.7 Systemi pus rnational Collaborating Clinics/American College of
Rheumatology@amage Index

The SDI has been developed ssess irreversible damage in SLE participants independently
of its cause (SLE activity, therap¥, comorbi
Appendix K). Damage, i.e., irreversible
clinical feature that has to be continu@us

dities) but occurring after disease onset (see
irment since onset of SLE is usually defined as a
sent for at least 6 months to score. In addition,
some irreversible events such as MI or a ceggbrovascular accident score as damage on their
occurrence. Briefly, damage is defined for stems; peripheral vascular, ocular,

v T

neuropsychiatric, renal, pulmonary, cardiovasc trgintestinal, musculoskeletal, skin,
endocrine (diabetes), gonadal, and malignancies. tler time can be stable or increase,
to a maximum of 45 points, however there should be j) se in the number of points
(Schwartz et al, 2009). @

5.1.8 Cutaneous Lupus Erythematosus Disease Ares:
inflammatory disease activity

The CLASI is a validated index used for assessing the cutaneous lesiou@E and consists
of 2 separate scores: the first summarises the inflammatory activity of the asej thersecond

gvegity Index

is a measure of the damage done by the disease (see Appendix L). The activt kes into
account erythema, scale/hypertrophy, mucous membrane lesions, recent hair loss, n-
scarring alopecia. The damage score represents dyspigmentation,
scarring/atrophy/panniculitis, and scarring of the scalp. Participants are asked if their 0

dyspigmentation lasted 12 months or longer, in which case the dyspigmentation score is

doubled. Each of the above parameters is measured in 13 different anatomical locations,

included specifically because they are most often involved in cutaneous lupus erythematosus @
(CLE). The most severe lesion in each area is measured.
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5.1.9 Joint count

The swollen and tender joint count is based on left and right shoulder, elbow, wrist,
metacarpophalangeal (MCP) 1, MCP2, MCP3, MCP4, MCPS5, proximal interphalangeal (PIP)
1, PIP2, PIP3, PIP4, PIPS joints of the upper extremities and left and right knee of the lower

tremities. Conventionally, an active joint for the SLEDAI-2K calculation is defined as a
@ with pain and tenderness and at least 1 of the following (warmth, erythema, swelling, or

s10n) (Merrill, 2014). However, in this study an active joint for the joint count assessment

1 s a joint with tenderness and swelling only. Each of 28 joints will then be
evaludted tely for tenderness (by palpating the joint) and swelling. Joints with intra-
articularing ct&within 4 weeks are not evaluable for the assessment.

The joint cou

toms on basic and functional ADLs.

t will include questions regarding limitation of range of movements
and effects of joi

The joint counts must b ed by an assessor with experience in performing these
assessments; see Section 5. Setails.

5.1.10 Lupus Low Disease Actw

A conceptual definition of LLDAS isa s which if sustained, is associated with a low

likelihood of adverse outcome, considering diSease activity and medication safety’ (Franklyn
et al, 2016). As a composite endpoint empl linical trials, LLDAS is defined and

measured by attaining all of the following 5 cri ‘
e SLEDAI-2K <4, with no activity in major orga s/ renal, CNS, cardiopulmonary,

vasculitis) or fever;

(¢

e no new lupus disease activity compared with the previous ass t (SLEDAI-2K);

e aPGA<1 (scale 0-3); P

e a current prednisone (or equivalent) dose < 7.5 mg daily;

e standard maintenance doses of immunosuppressive drugs and appr ological agents
(Golder et al, 2019). This criterion on immunosuppressive medicatio hapdled
through the intercurrent event of RM. /

5.2 Safety assessments

Key safety assessments are AEs, AESIs, vital signs, physical examination, safety labor@
tests, and ECGs. Safety assessments will be made at the times indicated in the Study Plan«(s

Table 3 for assessments to be performed at Screening, Table 4 for Treatment Period, and Ta A

5 for Follow-up). Participant-reported outcome assessments should be completed by the

participant, unassisted by spouse, family members or friends. @
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5.2.1 Clinical laboratory assessments

All clinical laboratory tests will be performed in a central clinical laboratory at the times
indicated in the study plans(Table 3, Table 4 and Table 5).

@ A serum pregnancy test (or serum FSH in postmenopausal females with menses absent for
ear) will be performed at screening at the central laboratory. Urine pregnancy tests (for

fes of childbearing potential) will be performed at the site using a dipstick. Direct
Qootnbs test samples will only be collected per Investigator’s opinion at local laboratory and

applicéble G assessment requirements for determining haemolytic anaemia. Abnormal
safety oty results should be repeated as clinically indicated, as soon as possible
(preferabl 4 to 48 hours).

Additional safety may be collected if clinically indicated at the discretion of
Investigator. The date, tim llection will be recorded on the appropriate eCRF.

Every attempt should be mredraw any missing safety laboratory tests, even if the

participant has received the ¥t ional medicinal product.

Investigator should make an assessm available results with regard to clinically
relevant abnormalities. The laboratory res hould be signed and dated and retained at
centre as source data for laboratory variablg§. Fop information on how AEs based on
laboratory tests should be recorded and rep , ection 6.4.7.

4
In case a participant shows an AST or ALT >3x d{al bilirubin > 2xULN please refer
to Appendix C. Actions required in cases of combine of Aminotransferase and Total
Bilirubin — Hy’s Law’, for further instructions.

The following laboratory variables will be measured: P

Table 6 Clinical laboratory tests / g '!
Screening
ANA, anti-dsDNA antibodies, anti-Sm antibody, anti-RNP, anti-Sjogren’s Syndrome-relaged an A [SSA]
and anti-Sjogren’s Syndrome-related antigen B [SSB]
HbAlc in diabetic participants only

Peripheral blood B lymphocyte count (only for participants who received B cell depleting therap a@
)

signing ICF, including but not limited to ocrelizumab, ofatumumab, atacicept, obituzumab, or rituxim:
BILAG-2004 associated laboratory tests analysed for all participants at screening (anticardiolipin, lupu
anticoagulant, haptoglobin, and Coombs [Coombs will be performed at local laboratory as applicable per

BILAG assessment requirements]) * O/

Hepeatitis B surface antigen

Hepeatitis B core antibody (reflex DNA testing if isolated HBc positive)
Hepeatitis C antibody

HIV test
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C3, C4, CH50 complement
Urine protein/creatinine ratio
SARS-Cov-2 RT-PCR
QFT-G test
Haematology (whole blood)
Haematology/Haemostasis (whole blood)
te blood cell count with differential
ed,blood cell count

Platelefcou
Mean'eorpu:
Mean co

volume (MCV)
emoglobin concentration (MCHC)

Chloride

Potassium

Sodium

Aspartate transaminase* (A
Alanine transaminase® (ALT)
Alkaline phosphatise* (ALP)
Gamma glutamy! transferase (GGT)
Blood urea nitrogen (BUN)
Creatinine

Bilirubin, total* (reflexively fractionated if*tleva
Glucose

Albumin

Creatine kinase (CK)

*Note for serum chemistry: Tests for AST, ALT, ALP, @ bi
assessed concurrently.
Urinalysis

Colour

Appearance

Specific gravity

pH

Protein dipstick *
Glucose

Ketones /
Blood
Bilirubin

Microscopy including WBC/HPF, RBC/HPF, casts < |
Urine creatinine and protein, urine protein/creatinine ratio

Pregnancy Test

Serum B-hCG (at screening only)
Urine B-hCG (at every visit after screening, using a dipstick)

Serum FSH (at screening only) in postmenopausal females with menses absent for >1 year

bin must be conducted concurrently and

Disease Evaluations
SLEDAI-2K-associated laboratory tests (C3, C4, CH50 complement, anti-ds DNA, urine protein/creatinine ﬁ
ratio)

Note: If central laboratory results are not available for SLEDAI 2K associated tests, samples should be @
redrawn one time within 14 days of the SLEDAI assessment date.
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BILAG-2004 associated laboratory tests, including anticardiolipin, lupus anticoagulant, haptoglobin and

Coombs (as applicable). Coombs will be performed at local laboratory as applicable per BILAG assessment

requirements. *

* In order to avoid having to bring the participant back for a separate phlebotomy, the anticardiolipin, lupus
anticoagulant, and haptoglobin blood specimen will be collected at the specified visits, however the blood
will be stored at the central laboratory, and the analyses performed only if Investigator indicates that these
tests need to be completed because of clinical suspicion of haemolytic anaemia or antiphospholipid

drome. Direct Coombs test samples will only be collected per Investigator’s opinion at local laboratory
and applicable BILAG assessment requirements for determining haemolytic anaemia.

boratory assessments for cardiovascular risk assessments
Fasting li

ofile
Participaf ve a fasting lipid profile (high density lipoprotein cholesterol, low density
lipoprotein ¢ etol, and triglycerides) completed at times indicated in the Study Plan
(Table 3, Table 4, @ @ble 5). Participants will be required to fast for at least 8 hours prior to

this assessment (SeEIS ectiof 1).

Immunology profile

Participants will have tests t;e e immunology profile (ANA, anti-Sm, anti-RNP, anti-
SSA and anti-SSB), and quantitative i lobulins completed at times indicated in the
Study Plan (Table 3, Table 4, and Ta

5.2.2 Physical examination
Body height will be captured at screening only. ants will be weighed at each study
r

visit. Medically significant changes from the Sc Sical examination will be recorded

as AEs. )’O
5.2.2.1 Complete physical examination
A complete physical examination will be performed at the visi @ d gl the Study Plan
(Table 3, Table 4, and Table 5), and will include an assessment of'% rfwing: general
appearance, head and neck, breast, respiratory, cardiovascular, abd
musculoskeletal/extremities, neurological, skin, lymph nodes, and thyr

5.2.2.2 Focused physical examination O/

The focused physical examination will include an assessment of the organ system@(e to
complete protocol-specified assessment tools (SLEDAI-2K, BILAG-2004, joint count,
1 O

CLASI). Additional assessments should be done as clinically indicated. Abnormal find
will be recorded as part of AE, SAE, AESI, or lupus activity, as appropriate.

5.2.2.3 Cervical Cancer Screening Test (Pap Smear/HPV Test) @
Most cases of cervical cancer appear to be related to infection with papilloma virus. Because
of the potential for viral reactivation due to blockade of the interferon pathway, we are
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assessing cervical dysplasia in this study, although to date there has been no signal in the
anifrolumab studies.

A Cervical Cancer Screening Test (Pap smear/HPV test which is in align with local practice) is
required at screening in women who have not had their cervix surgically removed. If a

ented malignancy (e.g., cervical intraepithelial neoplasia grade III [CIN III], carcinoma
CIS], or adenocarcinoma in situ [AIS]) or no High-risk HPV was found, it does not
ne peated. Abnormal Cervical Cancer Screening Test results received anytime within
the 2 Yiears to randomisations must be repeated to ensure eligibility. Please refer to

yjcal Cancer Screening Test was performed within 2 years prior to screening with no
C

Appendix @idance.
Participants s Pap Smear or HPV Test at the end of treatment per local standard of

care, if possible, besgicen Week 48 and Week 52, to ensure that there is no evidence of new
cervical dysplasia. Since s to a Pap Smear or HPV Test may vary by county, the Sponsor
recommends that local gui for obtaining Pap Smear or HPV Test in participants who

have received immunomod (fmmunosuppressive treatment be followed. If a Pap
w.

Smear was performed at the E as noffhigrmal but showed no evidence of malignancy
(e.g., CIN II1, CIS or AIS), it should b¢"repeated as per the participant’s gynaecologists

recommendation. If the participant’s gynaecolegist has recommended a repeat Pap Smear be
performed at a specified interval, the Pap Sfear, d be obtained as recommended and the

report provided in source document.

L 4
Females aged < 25 years, who have never been sexuétive or have well documented HPV
1,

vaccination records may not require a cervical cancer 11g test.

Participants will be assessed for Cushingoid features at the vis Q eden the Treatment
Period Study Plan (Table 4). Features, such as moon face, buffalo I y le or violaceous

5.2.2.4 Assessment of Cushingoid features

striae, central obesity, hirsutism, acne, easy bruising, and fragile skin, wil aptured
separately to evaluate whether resolution of same can occur overtime wi dugtion.
5.2.2.5 ECG

standardised ECG machines throughout the study. ECGs will be performed at Screeni

Randomisation, and at Visit 14 (Week 52). ECGs will be obtained after the participant ha
been resting supine for at least 10 minutes prior to times indicated. All ECGs should be ﬁ

12-lead ECGs for all participants at all centers will be conducted at the centers usi @

recorded with the participant in the same physical position.

Investigator will judge the overall interpretation as normal or abnormal. If abnormal, it will
be decided as to whether or not the abnormality is clinically significant or not clinically
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significant and the reason for the abnormality will be recorded on the eCREF, if the Investigator
considers it clinically significant. Abnormal values shall not be recorded as AEs unless
deemed clinically significant.

<E;))fi23 Vital signs

@ signs (ear temperature, blood pressure [BP], pulse rate, and respiratory rate) will be
t

d at each visit. Vital signs should be taken with the participant resting in a sitting
. Temperature should be taken the same way at all visits for a given participant.
Speci

peCific in tion on vital signs surrounding the infusion is included in Section 7.2.4
(Partic ﬁ:ﬂtoring/Procedures During and After Infusions).
524 As of,cardiovascular risk

(as a potential risk for acc ted subclinical arteriosclerotic cardiovascular disease) and the
potential effects of anifrélu eatment, both lipid (including LDL and HDL, triglycerides
[see Section 5.2.1.1]) and i ry profiles will be obtained during the study. Various risk

factors for atherosclerosis will assessegs part of the participant demographics at screening

To understand th ri?(iof the chronic inflammatory response in SLE to dyslipidaemia

according to the Adult Treatment Pan IIT Guidelines. Current and previous
concomitant medications received for car cular indications should be collected and
recorded.

5.2.5 Columbia Suicide Severity Rating ‘
()

The C-SSRS (Appendix Q) is a unique, simple, and ethod of assessing both behaviour
and ideation that tracks all suicidal events, and provid€s @nary of suicidality (Posner et
es

al, 2007). It assesses the lethality of attempts and other fe of ideation (frequency,
duration, controllability, reasons for ideation, and deterrents), a h are significantly
predictive of completed suicide. e

The C-SSRS will be administered at all study visits by a trained rater. T@ned rater will

record the clinical observation on the scale, which will be used as the sou @n CIfat

all possible, the same individual should perform the assessment at each visit f scoring

variability. In the event the primary rater is not available, a designated back-up fat

meets the same qualifications may perform the C-SSRS. An Investigator physician h&w
t

completed C-SSRS responses on the day of assessment and document review within
source. < /

If a participant indicates having a rating of type 4 or 5 suicidal ideation on the C-SSRS

suicidal ideation scale at any time since the previous visit when the C-SSRS was administered @
or indicates having had any suicidal behaviour since the previous visit, the participant should

be referred to a mental health professional immediately. If the C-SSRS is administered by a

79 (193)



Q

Clinical Study Protocol

Drug Substance Anifrolumab (MEDI546)
Study Code D3468C00003

Version 4.0

Date 19 May 2025

rater other than the Primary Investigator, it is recommended that the Primary Investigator
confirms suicidal ideation before making a referral to mental health services; however this
should not delay the referral.

5.2.6 Tuberculosis screening and monitoring

.1 Screening evaluation
test for TB will be done at screening using the IGRAS test (i.e., QuantiFERON® -TB

by
adequ
performe

ﬁbf [QFT-G] Test). Evaluation of all participants by QFT-G test will be performed
ent;

inical laboratory, and chest imaging will be completed at screening. If an
e g-iosterior and lateral or per local standard of care) chest radiograph has been

2 weeks prior to signing the ICF, it does not need to be repeated at the
screening vis

Compared to cultur;conﬁ TB, overall, 87.6% of participants have a positive QFT-G
result (Cellestis, 2005). f negative rate in this setting appears to be over 12%. Further,
the performance of the test setting of immunosuppressant drugs has not been evaluated.
Nor has it been evaluated in indigiduals with medical conditions other than, or in addition to,
latent TB or tuberculosis disease. The so states that “Medical treatments or conditions
that impair immune functions can potént educe IFN-y responses and prevent detection of

a specific response to the (secretory protein@Tﬁ and CFP-10 (the test stimulators)”.
L

Given the population to be enrolled in the S alsg negative tests are possible, so a
chest radiograph is a relevant technique for dete vefpulmonary disease and
minimizing potential risk to study participants. /

5.2.6.2 Tuberculosis results from screening evaluatio
Its which must be

< d an Section 3.1,
Inclusion Criterion # 14. /&

5.2.6.3 Tuberculosis monitoring during the study Q
All participants will be monitored for signs and symptoms of TB over the co

reatment Period and at the follow up visits using the standardized New or Reactiv:
Surveillance Questionnaire. This questionnaire must be completed at every onsite

0
receiving study intervention. If a participant presents with signs/symptoms of TB or po@
findings on the routine questionnaire, an IGRA TB (QFT-G) test should be administered. :
Participants, with indeterminate QFT-G results for both the initial and retest at Screening
and for whom latent TB treatment is not warranted, must undergo repeat retesting every 3
months for 6 months see study plan (Section 4.1).
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o If the retest QFT-G result is still indeterminate at Week 24, no further retesting is
required until the Week 52 QFT-G required for all participants.

e Positive QFT-G test result, the participant should be referred to a TB specialist. If a TB
specialist is not available, the local country guidelines should be followed for further
diagnostic work up and anti-TB treatment regimens. If no local guidelines exist for

O immunocompromised individuals, then USA guidelines may be followed. This should

also be reported as an AESI.
ative QFT-G test result, then the participant does not need to continue TB testing
out for participants with indeterminate results at screening.

All partici st undergo QFT-G testing from the central laboratory for TB at Week 52.
For participants egative QFT at baseline and no symptoms of active TB:

e Week 52 G negatiye: no further testing.
e  Week 52 QFT-G atdeterminate: repeat at Week 56. If negative no further testing,

however if indete @ epeat again at Week 60.

o Week 52 QFT-G positlvéeat T-G test as soon as possible. If confirmed follow
recommendations for positive esults during study. If repeat test is
indeterminate or negative fol mendation for indeterminate results above.
Consider referral to TB specialist.

Tuberculosis questionnaire

To aid in the early detection of new or reactivate ‘questionnaire will be used to
evaluate participants for signs and symptoms of TB at isit prior to receiving
investigational medicinal product. If the evaluation raise@cion at a participant may
have new or reactivated TB, an immediate and thorough investigagton Should be undertaken
including, where possible, consultation with experts specialisi & P

Investigators should be aware that TB in immunocompromised partie( ay present as
disseminated disease or with extrapulmonary features and should be re Cppropriate

treatment.

5.2.7 COVID-19 questionnaire O

Investigator should do SARS-Cov-2 exposure risk assessment throughout the study. A 0
COVID-19 questionnaire will be used at screening visit to support COVID-19 risk

assessment. After randomization, COVID-19 risk will be collected during routine AE /
assessment. If a participant becomes exposed or acutely infected during study, IMP should be
temporary withheld as specified in Section 3.9.1. International/local guidelines for isolation

should be followed. Refer to Section 3.9.1 for details.
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5.3 Patient reported outcomes/pharmacoeconomic assessments

Health-related quality of life (HRQoL) and pharmacoeconomic assessments will be made at
the times indicated in the Study Plan (Table 3, Table 4, and Table 5). Participant-reported
outcome assessments should be completed by the participant, unassisted by spouse, family

embers or friends.
ants will be completing the following participant-reported questionnaires to assess

ects.
5.3.1 ﬁoL S dimensions

The EQ-5 omprised of the following 5 dimensions: mobility, self-care, usual
activities, pain/di and anxiety/depression (EuroQoL Group, 1990). Each dimension
has 5 response op (no problems, slight problems, moderate problems, severe problems
and unable to/extreme pﬁ) that reflect increasing levels of difficulty. EQ-5D-5L health
states will be converted intg g gle index value using values sets from the EQ-5D-5L
Crosswalk Project. The questigfihadte also includes a VAS, where the participants are asked to

rate their health on a scale of 0400, with @\being worst imaginable health state and 100 being
best imaginable health state.

5.3.2 Medical resource use questio

Medical resource use will be determined by the Medical Resource Use
Questionnaire Edition Number 3, which collect 1om on: 1) the number of
unscheduled emergency department visits; 2) unsch % spitalisations; 3) the length of
stay for hospitalisations; 4) the number of intensive cate finit JCU) stays and the length of
ICU stays; 5) unscheduled medical provider visits; and 6 caus f hospitalisation over

duration of the study. ‘

Site personnel will administer the questionnaire by interviewing the ;% jpant at every visit.
Further, site personnel are required to obtain source documentation (i.e cal records) for
these visits and make the records available to the monitor. Appropriate S @ need to
be completed for hospitalisation and emergency department visits.

5.3.3 Lupus quality of life O

Lupus QoL is a 34-item SLE-specific health-related QoL measure. It was developed in&

United Kingdom for use in adults with SLE (McElhone et al, 2007) and was further validat

in the USA (Jolly et al, 2010). The instrument consists of 8 domains (physical health [8 items];

pain [3 items], planning [3 items], intimate relationships [2 items], burden to others [3 items], @
emotional health [6 items], body image [5 items] and fatigue [4items]).

82 (193)



Clinical Study Protocol

Drug Substance Anifrolumab (MEDI546)
Study Code D3468C00003

Version 4.0

Date 19 May 2025

5.3.4 Work Productivity and Activity Impairment

The Work Productivity and Activity Impairment (WPAI) is a validated, self-administered
questionnaire consisting of 6 questions, assessing the impact of disease on productivity. The
WPALI yields 4 types of scores: absenteeism (work time missed), presenteeism (VAS [scored

S.

om 0 to 10] rating of impairment while working), work productivity loss (overall work

airment /absenteeism plus presenteeism), and activity impairment (VAS [scored from 0 to
rating of daily activities, other than work at a job) (Reilly et al, 1993).

i pharmacology assessments

(Table 3, Table #and Table 5).

Clinical p @ogy assessments will be made at the times indicated in the Study Plan

5.4.1 Pharm netic

5.4.1.1 Collection of samples

study specific laborato ual. Samples should be stored in a secure storage space with
adequate measures to pr identiality. For further details on Handling of Human
Biological Samples see Appendix

Instructions for the @\ and handling of biological samples will be provided in the

Samples will be stored for a ma 5 years from the date of the issue of the CSR in
line with consent and local requiremen aft r which they will be destroyed/repatriated.

Pharmacokinetic (PK) samples will be of after the Bioanalytical Report
finalization or 6 months after issuance of t fa‘lalytlcal Report (whichever is
earlier).

Remaining ADA sample aliquots will be retained atGeneca or its designee for a
maximum of 5 years following issue of the CSR.

*

Blood samples for determination of anifrolumab in serum will be the times presented
in the study plan table (Table 4, Table 5). Pre-dose should be drawn i minutes before
the investigational medicinal product administration. Post-dose sample collected at
15 minutes £5 minutes after completion of investigational medicinal producfad ration.
Post-dose specimens should not be drawn through the IV line used to administ

investigational medicinal product
For the PK analysis it is important that the date, start and stop time for the [V infusion,@

sample collection time are recorded. Instructions for sample collection, processing, storage,
and shipment can be found in the separate Laboratory Manual provided to the centers. /

o
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5.4.1.2 Determination of drug concentration

Samples for determination of anifrolumab concentration in serum will be analyzed by an
external laboratory on behalf of AstraZeneca, using a validated bioanalytical method. Full
@ details of the analytical method used will be described in a separate bioanalytical report.

Pharmacodynamics
424, Collection of samples

-

-~ A

- .

v

Samples will be collecteg Gd, stored, and shipped as detailed in the separate Laboratory

Manual.

5.4.3 Immunogenicity

Instructions for immunogenicity (ADA a tralising antibodies [nAb]) sample collection,

processing, storage, and shipment can be foufid in the separate laboratory manual provided to
the centers. 5

5.4.3.1 Anti-drug antibodies / ¢

Pre-dose serum samples to measure the presence of { e collected according to the
Study Plan (Table 4 and Table 5). The presence or absenée of ADA
serum samples using validated bioanalytical methods. Full detailsgo1
used will be described in a separate bioanalytical report. In ordé

y11l be determined in the

analytical method
understand the

potential drug-relatedness of any hypersensitivity or anaphylaxis re ‘f ossible additional
ADA testing (if not already scheduled for a visit) may be collected a @ed.

5.4.3.2 Neutralising antibodies

Neutralising antibodies testing will only occur on samples that are ADA positiv s that

are ADA negative will not be tested for nAb. The presence or absence of neutralis @

will be determined using a validated bioanalytical method. At the end of study, study t 11

decide whether or not to take neutralising antibodies testing based on overall ADA posit

status. This testing result (if required) might not be available at the end of study. O/‘
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5.4.5 Labelling and sf biological samples
The Principal Investigator ensus€s that samples are labelled and shipped in accordance with
the Laboratory Manual and the Biolm'@stance, Category B Regulations (materials

containing or suspected to contain infectiot§ substances that do not meet Category A criteria),

see Appendix B ‘IATA 6.2 Guidance Docungent’

-

Any samples identified as Infectious Category are not shipped and no further

samples will be taken from the participant unless ag ﬁ*i AstraZeneca and appropriate
labelling, shipment and containment provisions are apXé

).
S,
s
%
o
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6 SAFETY REPORTING AND MEDICAL MANAGEMENT

The Principal Investigator is responsible for ensuring that all staft involved in the study are
familiar with the content of this section.

ogate).

@yrse events will be reported by the participant (or, when appropriate, by a caregiver, or

and any designees are responsible for detecting, documenting, and recording
eventsthat the definition of an AE.

6.1 De of adverse events

An adverse event velopment of any untoward medical occurrence in a clinical study
participant admin da icinal product and which does not necessarily have a causal
relationship with this treafietit. An AE can therefore be any unfavorable and unintended sign
(eg, an abnormal laborat g), symptom (eg, nausea, chest pain), or disease temporally
associated with the use of a product, whether or not considered related to the

medicinal product. @
The term AE is used to include both Serio non-serious AEs and can include a

deterioration of a pre-existing medical occusfenc AE may occur at any time, including
run-in or washout periods, even if no study ion has been administered.

i . .
6.2 Definitions of serious adverse even é

A serious adverse event is an AE occurring during any's

y phase (i.e., run-in, treatment,
washout, follow-up), that fulfils one or more of the follo critegi
L 4

° Results in death

o Is immediately life-threatening
o Requires in-patient hospitalisation or prolongation of existin Wn

o Results in persistent or significant disability/incapacity
. Is a congenital anomaly or birth defect O
. Is an important medical event that may jeopardise the participant or may requi

For further guidance on the definition of a SAE, see Appendix P to the Clinical Study
Protocol.

i
medical intervention to prevent one of the outcomes listed above. q@:

Adverse Events (AEs) for malignant tumours reported during a study should generally be S
assessed as SAEs. If no other seriousness criteria apply, the ‘Important Medical Event’
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criterion should be used. In certain situations, however, medical judgement on an individual
event basis should be applied to clarify that the malignant tumour event should be assessed
and reported as a non-serious AE. For example, if the tumour is included as medical history
and progression occurs during the study, but the progression does not change treatment and/or
prognosis of the malignant tumour, the AE may not fulfil the attributes for being assessed as
i0us, although reporting of the progression of the malignant tumour as an AE is valid and
occur. Also, some types of malignant tumours, which do not spread remotely after a
treatment that does not require hospitalization, may be assessed as non-serious;

ex s 1 adylts include Stage 1 basal cell carcinoma and Stage 1 A1 cervical cancer
remo 1 e biopsy.

6.3 Adve s of special interest

An AESlisan A 1entific and medical concern specific to understanding biologics and

requires close moni orianid communication by Investigator to the Sponsor/Sponsor’s
delegate. An AESI may or non-serious.

AESIs will be assessed at eac mnd recorded in the eCRF. Currently, the following are
AESIs for SLE studies.

e Serious non-opportunistic infection

e  Opportunistic infection Of

e Herpes zoster / .
e  Tuberculosis including Latent Tuberculosis

e Malignancy O

e  Major adverse cardiovascular events
An AESI that meets 1 of the seriousness outcomes listed in Sectig ilt be categorised as
an SAE for the purposes of follow-up responsibility and safety reporti &mnserious AESI

will be categorised as an AE. For reporting of AESIs, see Section 6.6.

6.3.1 Serious non-opportunistic infection O

A serious, non-opportunistic infection is any infection that meets the SAE criteria
6.2. Serious infection AEs are reported as SAEs. It is expected that microorganism

results and all diagnostic or therapeutic procedure results performed on a participant
experiencing a serious infection will be provided as an SAE update.

6.3.2 Opportunistic infection

An opportunistic infection is an invasive infection caused by microorganisms that are S
normally non-pathogenic or rarely pathogenic in individuals with normal immune function or
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cause an infection of a type or severity not seen in the normal host. The absence of an invasive
infection (i.e., colonization), irrespective of the type of microorganism, is not considered an
opportunistic infection. It is expected that microorganism culture results and all diagnostic or

infection will be provided as an update.

a Herpes zoster

zoster (HZ) is a viral infection usually characterized by a cutaneous vesicular eruption

@ therapeutic procedure results performed on a participant experiencing an opportunistic

on t us base presenting along dermatome(s) and usually associated with
prodro . HZ results from the reactivation of Varicella-zoster virus.

The followint iafor,the evaluation of herpes zoster manifestations should be used:
1. Cutaneous lisedissdefined as < 3 contiguous dermatomes (unilateral).
2. Cutaneous dissemihated,is defined as > 3 contiguous dermatomes (unilateral) OR

is
“Skip lesions’ - inv¥0lving non-contiguous dermatomes OR Bilateral distribution
rather than unilateral. }

3. Visceral disseminated is define ceral complications including pneumonitis,
hepatitis, and meningoenceph@liti

4. Involvement of the anterior or postegior structures of the eye, with or without zoster
dermatitis (herpes zoster ophthalmi assified as visceral disseminated.

S
Characteristics of cutaneous presentations shou ad and include a list of all
dermatomes affected, whether the rash crosses the ny % unilateral or bilateral involvement)
and whether affected dermatomes are contiguous. é
Specific details of ophthalmic and nervous tissue involvement aggiell 3
involvement (for example, pneumonitis, hepatitis, and meningoenceph
provided. These visceral disseminated HZ events should be reported a
zoster and not as an AESI of opportunistic infection. Seriousness, inten§i verity, clinical
presentation and outcome should be included in the adverse event report @h isting
laboratory and test results and imaging. Polymerase chain reaction testing o s from
vesicles, biopsy or other specimens (e.g., cerebrospinal fluid) may confirm the e@uf

f

Varicella zoster virus. Where Varicella zoster virus involvement is suspected in the
a rash, PCR or other diagnostic test results should be documented in the AE report.

Primary infections caused by Varicella zoster virus (VZV, i.e., chickenpox) should be repo@

other visceral
iti®) must be
SI of herpes

using the diagnosis of chickenpox or an appropriate descriptor of the infection. A VZV
infection is not an AESI.
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6.3.4 Malignancy

Malignancy is a neoplasm characterized by cells with abnormal features, uncontrolled rapid
growth with invasive and/or metastatic tendencies diagnosed based on pathologic and clinical
standards. Understanding risk, if any, of developing different malignancies is critical to
tablishing the benefit-risk profile for anifrolumab. Investigators are therefore requested to
in biopsy results and have pertinent biomarker and/or genetic testing results performed
eport these for any malignancies reported during the study or follow-up. Malignancies
on-melanoma skin cancers (NMSC; cutaneous basal cell and squamous cell

carci m’e{ generally considered serious and reported as SAEs.

6.3.5 @Iosis including latent tuberculosis

Tuberculosis @ afycobacterial infectious disease generally presenting as cough with
systemic symptonissef infectien diagnosed by skin test (purified protein derivative), blood test
(IGRA), radiographic im body fluid and tissue sampling; presentation may include
disseminated or latent diSe infection may be new (including conversion of a TB test to

positive) or reactivation of fsease (new active disease in a previously TB test
ev

positive participant without pri i%ctive disease).

e A bacteriologically confirmed TB ¢ one where a biological specimen is positive by
smear microscopy, culture or rapid diaghostie such as PCR or nucleic acid amplification
test (Xpert MTB/RIF).

e A clinically diagnosed TB case is one that
confirmation but has been diagnosed as active X inician or other medical
practitioner who has decided to give the participant g full¢ourse of TB treatment. This
definition includes cases diagnosed on the basis of radi®graphdbhormalities or suggestive

il the criteria for bacteriological

histology and extra-pulmonary cases without laboratory cqQ n. Clinically
diagnosed cases subsequently found to be bacteriologically efore or after
starting treatment) should be reclassified as bacteriologically co

Bacteriologically confirmed or clinically diagnosed cases of TB are als i according
to: anatomical site of disease; history of previous treatment; drug resistance {HI s
(World Health Organization, 2014 and 2020).

Latent TB is a mycobacterial infection without clinical, bacteriological, or radiologi @
consistent with active TB, but results in a positive TB blood test such as an IGRA

(QuantiFERON-TB Gold). All participants must undergo IGRA[QFT-G] testing from the O
Central Laboratory for TB at screening and every 12 months through the duration of study /

(including the treatment and follow-up period) for both TB endemic and non-endemic regions @
as identified by the WHO (World Health Organization, 2020). Participants with a positive TB
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blood test result, but no accompanying clinical or radiological work up should not be
classified as having latent TB, but should be reported as being IGRA [QFT-G] test positive.

Participants should be monitored and a standardized TB questionnaire conducted at each
@ required visit according to study plan. If a participant presents with signs/symptoms of TB or

inistered.

yive findings in the routine questionnaire, an IGRA [QFT-G] TB test should be

e Participants

ing cuidelines must be followed based on TB test results:

ith a negative IGRA [QFT-G] test result must be tested for TB again every
randomisation in both endemic and non-endemic regions.

evaluation. Astyc TB be ruled out and initiation of treatment for latent TB prior to

the first administrati

(2)

(b)

sitive at any time for TB must be referred to a TB specialist for

tudy intervention in accordance with local standard of care.

If in an endemic region*, and Its upon immediate retest remain indeterminate,
the participant must be referfed B specialist for evaluation (with assessment

and treatment recommendation prop€rly documented in source) before any further

gtent TB treatment is warranted, the

‘tent TB treatment, but must be

K nt TB treatment,
but must be administered a retest every 3 months for 6 monthsfIfjyupon retest by the
end of the 6 months, the result is indeterminate, the participant on in the

study without treatment.

* Endemic region as defined based on WHO lists of High Burden Countries (

or
TB and multi-resistant (MDR) TB. (See current list, World Health Organiza@‘&.

NOTE:

- It is recommended that any participant with an indeterminate test result be O/

referred to a TB specialist for care and treatment per local guidelines. A

participant with a negative IGRA [QFT-G] test result upon retest (after an initial @
indeterminate result) need not receive any treatment for TB prior to receiving

IMP. A participant with a positive IGRA [QFT-G] rest result upon retest (after
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an initial indeterminate result) should begin treatment for latent TB as outlined
above.

- Ifno local guidelines exist for immunocompromised individuals, then WHO
guidelines may be followed (World Health Organization, 2014). Once latent TB
@ is confirmed, treatment must be instituted immediately, and no IMP may be
O administered until treatment of latent TB has begun. IMP may be administered
within an appropriate time frame following treatment initiation as per local
& guidelines.

6.3.6 @[ adverse cardiovascular events

Major advgrs iovascular events (MACE) are designated as AESIs in the anifrolumab
program. These 8ents include non-fatal myocardial infarction, non-fatal stroke and

cardiovascular (G w

6.4 Recording of ad e events

6.4.1 Time period for‘ction of adverse events
C

Adverse Events and SAEs will lected from time of signature of informed consent,
throughout the treatment period and ingltiding, the follow-up period until Follow-up Visit 2
(12 weeks post final dose). All SAEs incl® ongoing or new SAEs occurring within the

follow-up period12 weeks after last dose ofdfitrayenqus IMP, will be followed to

resolution/stabilization regardless of the da Iy completion. Events that reach a point of
resolution/stabilization but with consequences

3 a3 “resolved with sequalae.”
6.4.2 Follow-up of unresolved adverse even

Any AEs that are unresolved at the participant’s last visit e studghare followed up by
Investigator for as long as medically indicated, but without furt @ ding in the CRF.
AstraZeneca retains the right to request additional information fe parficipant with

ongoing AE(s)/SAE(s) at the end of the study, if judged necessary. &
te

If Investigator becomes aware of a serious adverse event with a suspec alselationship
to the investigational medicinal product that occurs after the end of the clini ina
participant treated by him or her, Investigator shall, without undue delay, report®hg

: @ us
adverse event to the sponsor. '&

6.4.3 Variables O
The following variables will be collected for each AE /
o AE (verbatim) @

. The date and time when the AE started and stopped
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o Maximum intensity (mild, moderate, or severe)

o Whether the AE is serious or not

. Investigator causality rating against the Investigational medicinal product (yes or no)
@ o Action taken with regard to investigational medicinal product

Outcome of AE
%ion, the following variables will be collected for SAEs:
o @ AE met criteria for serious AE
o nyestigator became aware of serious AE
o A i@s due to:
(a) Death Q
- Date of'de

ath
- Autopsy pf
- Primary/secmm e of death
(b) Life threatening ﬁ
(c) Inpatient hospitalisation or @on of existing hospitalization

- Date of hospitalization
- Date of discharge
(d) Persistent or significant disability/inc

4
(e) Congenital abnormality or birth defect é

(f) Important medical event

. Description of AE
. Investigator causality assessment to concomitant medicat °*

. Investigator causality assessment to study procedures (yes or
6.4.4 Assessment of severity &

The determination of severity should be made by Investigator, using the sev@ﬁories as

below: O

e Mild (awareness of sign or symptom, but easily tolerated) 0
e  Moderate (discomfort sufficient to cause interference with normal activities)
e Severe (incapacitating, with inability to perform normal activities)

e [tis important to distinguish between serious and severe AEs. Severity is a measure of @
intensity whereas seriousness is defined by the criteria in Section 6.2. An AE of severe
intensity need not necessarily be considered serious. For example, nausea that persists for
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several hours may be considered severe nausea, but not a SAE unless it meets the criteria
shown in Section 6.2. On the other hand, a stroke that results in only a limited degree of
disability may be considered a mild stroke but would be a SAE when it satisfies the
criteria shown in Section 6.2. Investigator should provide an assessment of the severity of
each AE/SAE.

Causality collection

gator should assess causal relationship between Investigational medicinal product and
Acv b

eac eS¢ Bvent, and answer ‘yes’ or ‘no’ to the question ‘Do you consider that there is a
reason sibility that the event may have been caused by the investigational medicinal
product?’

For SAEs causal @ ship will also be assessed for other medication and study procedures
and additional study ruwas OCS, azathioprine, antimalarials, mycophenolate
o

mofetil/mycophenolic acid, hotrexate, and mizoribine). Note that for SAEs that could be
associated with any study g @ re the causal relationship is implied as ‘yes’.
A guide to the interpretation of fge c%uestion is found in Appendix P to the Clinical

Study Protocol.

6.4.6 Adverse events based on signsfan ptoms

y

@ epasted in response to the open question
f #th problems since the previous

ollected and recorded in the

All AEs spontaneously reported by the partic
from the study personnel: ‘Have you/the child ha
visit/vou were last asked?’ or revealed by observati
CRF.

When collecting AEs, the recording of diagnoses is preferred (y @ sible) to recording a
list of signs and symptoms. However, if a diagnosis is known anththe other signs or
symptoms that are not generally part of the diagnosis, the diagnosis x

ign or symptom
will be recorded separately.

6.4.7 Adverse events based on examinations and tests O/
The results from protocol mandated laboratory tests and vital signs will be summa

clinical study report.

ECGs, and other safety assessments should therefore only be reported as AEs if they meet an

of the following: @

o fulfil any of the SAE criteria

Deterioration as compared to baseline in protocol-mandated laboratory values, vital signs, 2

93 (193)



Q

Clinical Study Protocol

Drug Substance Anifrolumab (MEDI546)
Study Code D3468C00003

Version 4.0

Date 19 May 2025

e are the reason for discontinuation of treatment with the investigational medicinal product

e are considered to be clinically relevant as judged by Investigator (which may include but
not limited to consideration as to whether treatment or non-planned visits were required or
other action was taken with the study intervention, e.g., dose adjustment or drug
interruption).

terioration in a laboratory value/vital sign is associated with clinical signs and symptoms,
or symptom will be reported as an AE and the associated laboratory result/vital sign
uses t

icak, rather than the laboratory term (e.g., anaemia vs low haemoglobin value). In
the ab inical signs or symptoms, clinically relevant deteriorations in non-mandated
parameters’s e reported as AE(s).

sidered as additional information. Wherever possible the reporting Investigator
@
S

Deterioration of alabgratory value, which is unequivocally due to disease progression, should

not be reported as a AE}
’ al)
Inc'a

Any new or aggravated cli relevant abnormal medical finding at a physical examination
as compared with the basel %&wnt will be reported as an AE unless unequivocally
related to the disease under study.

6.4.8 Hy’s Law
Cases where a participant shows elevation@ ochemistry may require further
>

evaluation and occurrences of AST or ALT ogether with total bilirubin > 2xULN
may need to be reported as SAEs. Please refer to Jt: for further instruction on cases

of increases in liver biochemistry and evaluation of

Disease progression can be considered as a worsening of a part @ comdition attributable
to SLE. It may be an increase in the activity or severity of the existir % ifestations of SLE
or the appearance of new manifestations. Worsening of SLE should eported as an

AE, unless the signs and symptoms meet criteria for an SAE or lead continuation of
the investigational medicinal product. New manifestation or worsening o %
manifestations of SLE should be reported as “new” or “worsening” in the BIL A

and
recorded in the SLEDAI-2K, as appropriate. @0

6.4.9 Disease progression

6.5 Reporting of serious adverse events

All SAEs have to be reported, whether or not considered causally related to the investigation /
medicinal product, or to the study procedure(s). All SAEs will be recorded in the CRF.
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If any SAE occurs in the course of the study, then Investigators or other site personnel inform
the appropriate AstraZeneca representatives within one day i.e., immediately but no later
than 24 hours of when he or she becomes aware of it.

The designated AstraZeneca representative works with Investigator to ensure that all the

dar day of initial receipt for fatal and life-threatening events and within 5 calendar
initial receipt for all other SAEs.

@sary information is provided to the AstraZeneca Patient Safety data entry site within 1

For fatal or'lifé”threatening adverse events where important or relevant information is missing,
active follgWw-upmis undertaken immediately. Investigators or other site personnel inform
AstraZeneca@entatives of any follow-up information on a previously reported SAE
within one calend g .., immediately but no later than 24 hours of when he or she

becomes aware of

Once Investigators or ot ersonnel indicate an AE is serious or is an AESI in the
WBDC system, an automated e }"lert is sent to the designated AstraZeneca
representative(s).

If the WBDC system is not available@estigator or other study site personnel reports a
SAE to the appropriate AstraZeneca represeafative by telephone.

4

The AstraZeneca representative will advise [1fves dy site personnel how to proceed.
t

6.6 Reporting of adverse events of specia

Adverse Events of Special Interest will be assessed by Inkestigator fer severity, relationship to
the investigational medicinal product, possible aetiologies, and chithe event also meets
criteria of an SAE. All AESIs (serious or nonserious) will be re€Q n the AE CRF (using a
The reporting period for AESIs is the period immediately following the i
informed consent is obtained through the end of participant participation in

Following detection of an AESI (non-serious), reporting is required within 72

knowledge of the event, and for serious AESIs the standard 24-hour timeline for r

recognized medical term or diagnosis that accurately reflects the ev

the appropriate AstraZeneca representative or designee applies.

6.7 Overdose O/‘

An overdose (i.e., having been administered a greater dose of study intervention than specified
in this protocol) with associated AEs is recorded as the AE diagnosis/symptoms on the
relevant AE modules in the CRF and on the Overdose CRF module.

95 (193)

o



Clinical Study Protocol

Drug Substance Anifrolumab (MEDI546)
Study Code D3468C00003

Version 4.0

Date 19 May 2025

An overdose without associated symptoms is only reported on the Overdose CRF module.

If an overdose on an AstraZeneca study intervention occurs in the course of the study, then
Investigator or other site personnel inform appropriate AstraZeneca representatives
immediately, or no later than 24 hours of when he or she becomes aware of it.

wesigna‘ted AstraZeneca representative works with Investigator to ensure that all relevant
1 tion is provided to the AstraZeneca Patient Safety data entry site.

The'dgsign straZeneca representative works with Investigator to ensure that all relevant
inform vided to the AstraZeneca Patient Safety data entry site within one or
5 calendar overdoses associated with an SAE, see Section 6.5. and within 30 days for

all other over O

6.8 Pregnancy /‘
All pregnancies and out oregnancy should be reported to AstraZeneca except for:

e Ifthe pregnancy is discove@fore e study participant has received any study
intervention.

6.8.1 Maternal exposure

If a participant becomes pregnant during th€ coutsefot the study, investigational medicinal
product should be discontinued immediately. /

4
Pregnancy itself is not regarded as an adverse event re is a suspicion that the
investigational medicinal product under study may have fnterfeéred with the effectiveness of a
ntaneous miscarriages

orzlplications should
igcarriage, elective

should be reported and handled as SAEs. Elective abortions}
not be handled as AEs. The outcome of all pregnancies (spontanée
termination, ectopic pregnancy, normal birth or congenital anomaly/bj

efgct) should be
followed up and documented even if the participant was discontinued fi dy.

contraceptive medication. Congenital anomaly/birth defé€ts and H

If any pregnancy occurs in the course of the study until 16 weeks after the la of IP, then
Investigator or other site personnel informs the appropriate AstraZeneca represent:

immediately but no later than 24 hours of when he or she becomes aware of it.

The designated AstraZeneca representative works with Investigator to ensure that all releVzO

information is provided to the AstraZeneca Patient Safety data entry site within 1 or 5 /
calendar days for pregnancies associated with SAEs (see Section 6.5) and within 30 days for
all other pregnancies.

The same timelines apply when outcome information is available.

96 (193)



Q

Clinical Study Protocol

Drug Substance Anifrolumab (MEDI546)
Study Code D3468C00003

Version 4.0

Date 19 May 2025

The PREGREP module in the eCRF is used to report the pregnancy and the paper-based
PREGOUT module is used to report the outcome of the pregnancy.

6.8.2  Paternal exposure

Male participants should refrain from fathering a child or donating sperm during the study and
6 weeks following the last dose.

cy of the participant’s partner is not considered to be an AE. However, the outcome of
al angies (spontaneous miscarriage, elective termination, ectopic pregnancy, normal
birth, ital abnormality) should if possible be followed up and documented.

The outcom onception occurring from the date of the first investigational medicinal
product administny @ ntil 16 weeks after the last investigational medicinal product
administration showl@ be follewied up and documented in the Pregnancy Report Form.

Information on the pregna of a participant’s partner must be obtained directly from the
participant’s partner. Theref @ rior to obtaining information about the pregnancy,
Investigator must obtain the'@@ f the participant’s partner.

6.9 Medication error, drug ab# % d drug misuse

6.9.1 Timeline
If an medication error, drug abuse, or drug Mmiglisefoe

@; straZeneca representatives within
one calendar day,i.e., immediately but no later t a&ours of when they become aware
of it. !:::)

The designated AstraZeneca representative works with [ tigatord ensure that all relevant
information is completed within 1 (Initial Fatal/Life-Threatenin pw up Fatal/Life-
Threatening) or S (other serious initial and follow up) calenda

iF théte is an SAE
associated with the medication error, drug abuse, or misuse (see Secti &) and within 30

urs in the course of the study, then

days for all other medication errors.

6.9.2 Medication error

For the purposes of this clinical study a medication error is an unintended failure ke in
the treatment process for an IMP that either causes harm to the participant or has th
to cause harm to the participant.

t1
The full definition and examples of medication error can be found in Appendix P (P 3). O/
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6.9.3 Drug abuse
Drug abuse is the persistent or sporadic intentional, non-therapeutic excessive use of IMP or

AstraZeneca NIMP for a perceived reward or desired non-therapeutic effect.

The full definition and examples of drug abuse can be found in Appendix P (P 3).

a$ Drug misuse

e is the intentional and inappropriate use (by a study participant) of IMP or
aéf\/m for medicinal purposes outside of the authorised product information, or

for una S?;EMPS or AstraZeneca NIMPs, outside the intended use as specified in the

protocol a es deliberate administration of the product by the wrong route.

The full deﬁnitiomples of drug misuse can be found in Appendix P (P 3).

6.9.5 Reporting of g¥e e
Refer to Section 6.7 for de treatment of overdose.

e An overdose with associate& AEs is ded as the AE diagnoses/symptoms on the

relevant AE modules in the eCRE e Overdose eCRF module.
e An overdose without associated symptomg?is only reported on the Overdose eCRF
module.

If a medication error occurs on an IMP in the€o e f the study, then Investigator or other
site personnel informs the appropriate AstraZene seftatives immediately but no later
than 24 hours of when he or she becomes aware of? /

The designated AstraZeneca representative works with hcﬁga nsure that all relevant
information is provided to the AstraZeneca Patient Safety data g within 1lor 5

calendar days for overdoses associated with an SAE (see Secti and within 30 days for
all other overdoses. 0

6.10 Management of IMP related toxicities /

6.10.1 Anaphylaxis, hypersensitivity, and infusion-related reactions

Appropriate drugs and medical equipment to treat acute anaphylactic reactions muQ

immediately available, and study personnel must be trained to recognize and treat 0 :

anaphylaxis.

been documented or if a potential benefit from pre-medication is expected based on
investigator justification, Investigator may elect to administer prophylactically an
antihistamine and/or acetaminophen/paracetamol for the comfort and safety of the participant

Pre-medication for infusions is not planned. However, i f a prior infusion-related reaction has 4 @
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prior to subsequent infusions. Prophylactic use of glucocorticosteroids prior to subsequent
infusions is not permitted (see Appendix I).

6.10.2 Infections

When an infection is reported as an SAE or AESI, cultures should be obtained and culture

ts should be reported with the event. Other specific laboratory or other investigations
¢.g%¢hest imaging for pneumonia) that confirm or aid in the diagnosis or treatment should be
btaim€d when indicated and results should be reported with the SAE or AESI.
L)

Partic
medicinal

standards, a hlg

product should n¢

f) develop a new infection while undergoing treatment with investigational
rQ hould receive appropriate medical therapy, as determined by local
pitored closely until the condition resolves. Investigational medicinal
dministered to a participant with a clinically significant, active

infection as determmied b tlgator (see Section 3.9). For any active infection (e.g.,
varicella zoster 1nfect10 ox) or significant exposure to any infection (e.g., varicella
zoster infection in a naive bacterlal pneumonia), Investigator should consider
whether to interrupt investigatio edlclnal product administration and should notify the

AstraZeneca study physician.

Similarly, if a participant presents w1th signs
considered (e.g., CNS symptoms consisten

symptoms where opportunistic infections are
ro@ressive multifocal leukoencephalopathy

or herpes encephalitis or atypical pneumonia g pneumocystis jiroveci pneumonia),
investigational medicinal product should be inte tit Investigator confirms the
symptoms and signs of infection have resolved or t @e infection has developed.

If dosing is resumed after resolution of a safety concern infecti
investigational medicinal product must be administered within
of the missed dose. If this is not possible, dosing should be resu
scheduled dose.

f the scheduled time
$ime of the next

6.11 Study governance and oversight

The safety of all AstraZeneca clinical studies is closely monitored on an on-go1 is,by
AstraZeneca representatives in consultation with Patient Safety. Issues identified

addressed; for instance this could involve amendments to the study protocol and letter@
Investigators.

The study will have a DSMB for independent safety monitoring. For details on the DSMB, : /

refer to Appendix A6. @
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The study will have a central review team for the confirmation of diagnosis and disease
activity assessments (Disease Activity Central Review Team). Details related to DACRT, refer
to Section 5.1.2.

0%
]
S
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7 STUDY INTERVENTION AND OTHER TREATMENTS

Study intervention is defined as any investigational intervention(s), marketed product(s) or
placebo, or medical device(s) intended to be administered to or medical device(s) utilised by a
study participant according to the study protocol.

a Identity of investigational medicinal product(s)
@Jmab (MEDI-546) and placebo will be supplied to Investigator by AstraZeneca.

Inves i edicinal Dosage form and strength Manufacturer

546) 150 mg/mL solution of AstraZeneca Nijmegen B.V.

anifrolumab (Clear to opalescent,
colorless to yellow liquid, free
from or practically free from

visible particles) intended for IV

dministration following dilution
to 0.9% (w/v) saline
Placebo to match Anifrolumab ion (clear) intended for IV AstraZeneca Nijmegen B.V.

ministratign following dilution
into 0.9% saline

Excipients include 25 mM histidine/histidine?Cl, 50 mM lysine-HC1, 130 mM trehalose

dihydrate, 0.05% (w/v) plant-derived polys@rb H 5.9.
Investigational medicinal product and placebo iged as a vial packaged within a
carton. Each kit will contain 2 mL label-claim volumé: kit will have a unique number

that will be printed on all the labels within the kit (i.e.#thé’outer carton label and the vial
label).

Preparation of investigational medicinal product and placebo Q erféermed by an

unblinded qualified person (e.g., pharmacist or study nurse) at the site aseptic
technique. When diluted as directed in the investigational medicinal pr@tudy manual

provided by the Sponsor, placebo and investigational drug appear identicdl” §€e Sectien 7.2
below for diluent and infusion vessel and tubing specifications. /

7.2 Dose and treatment regimens O&&

The investigational medicinal product, anifrolumab 300 mg or placebo, will be admini

via controlled IV infusion pump into a peripheral vein over a minimum of ||| N Q4V\O
from Week 0 to Week 48 for a total of 13 doses. Each dose must be at least 14 days apart. /
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7.2.1 Dose preparation steps

From a pre-filed 100 mL IV infusion bag of 0.9% (w/v) saline, withdraw and discard a volume
of saline equal to 2.0 mL. Then add 2.0 mL anifrolumab from the vial in the kit to the infusion
bag and mix by gentle inversion. Due to approximately 10% overfill of 0.9% (w/v) saline, the

Gyvolume of the dilution will be greater than 100 mL.

dese of anifrolumab or placebo for administration must be prepared by Investigator’s or
te’Qdesignated IMP manager using aseptic technique.
G

7.2.2 to administering the investigational medicinal product

e Confi ipant was evaluated for signs and symptoms of TB.

e Women o cg potential must have a negative urine pregnancy test prior to
ga

receiving inve tionalgmedicinal product.
Participants should bclinically significant, active infection as determined by

Investigator.

There should be at least ]@s betwveen doses. If the previous investigational
medicinal product infusion was gi in 14 days, delay visit until >14 days has
elapsed and contact the AstraZefieca physician.

Pre-dose blood samples will be collectQ

If a prior infusion-related reaction has b ented, Investigator may elect to
administer prophylactically an antihistamin minophen/paracetamol for the
comfort and safety of the participant prior to su % infusions. The medications
should be given after visit assessments have been co@d. Prophylactic use of
glucocorticosteroids prior to subsequent infusions is et permitfe

7.2.3 Investigational medicinal product administrati edures

e Total in-use storage time from needle puncture of the anifrolumeM start of
administration should not exceed 4 hours at room temperature or 2 at 2 to 8°C (36
to 46°F). If the final product is stored at both refrigerated and ambie p s, the
total time must not exceed 24 hours, otherwise a new dose must be prep %ﬁ new
vials.

e Investigational medicinal product must be administered at room temperature b

controlled infusion via an infusion pump into a peripheral vein. A physician must 0:

present at the site or immediately available to respond to emergencies during all
administrations of investigational medicinal product.

e Because compatibility of anifrolumab with IV medications and solutions other than 0.9% @
(w/v) saline, is not known, the investigational medicinal product solution should not be
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infused through an IV line in which other solutions or medications are being
administered.

e Investigational medicinal product should be delivered through an IV administration set
with a 0.20 um or 0.22 um filter.

However, if there are interruptions during infusion, the total allowed infusion time should

@ynvestigaﬁonal medicinal product should be administered over a minimum of | N

ndt exceed 4 hours at room temperature. Infusion time does not include the final flush

o | y following the initial dosing, up to an additional 25 mL of 0.9% (w/v) saline
will i ia infusion pump at the same pump speed utilized at the completion of the
initial d

e Anemergen should be available in the infusion suite.

e Investigational edWoduct does not contain preservatives, and any unused portion
must be discarded.

7.2.4 Participant moerrocedures during and after the infusion
Participants will be monitored during t inistration of the investigational medicinal
product and for at least 2 hours after infusions (Weeks 0, 4, 8, and 12). If there are
no safety concerns, for subsequent infusions gérticipants will be monitored during
administration of the investigational medicinal pfod@ct and for a minimum of 1 hour after
completion of the IV infusion thereafter (We e 48).

4

Monitoring will include vital signs (ear temperature % e rate, respiratory rate) in a
sitting position at the following times:

e  Shortly before the IV infusion (within 15 +5 minutes of the @ g of the
investigational medicinal product infusion). *

e Every 15 +5 minutes during infusion. r@
e Immediately after completion of administration of investigational i

roduct,
including post-dose saline flush (within 15 £5 minutes after completion@r igational

medicinal product administration). Q
e Every 30 £5 minutes after completion of investigational medicinal product ad ty@tion
(not including saline flush) for at least 2 hours after the first 4 doses (Randomisati
[Day 1] to Week 12) of investigational medicinal product are administered, and for at O
least 1 hour, thereafter (Week 16 to 48). /

e Samples for PK laboratory assessments should be collected 15 £5 minutes after @
completion of investigational medicinal product administration (not including saline
flush) after dosing on Randomisation (Day 1) and Week 48.
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Vital signs may be taken more frequently, based on Investigator judgment.

7.2.5 Discharge

The participant should only be discharged from the site after the minimum monitoring period
and when judged stable in the opinion of Investigator/designee. Blood pressure and pulse rate
e taken prior to discharge from the site.

Documentation of investigational medicinal product administration

The d@f?he investigational medicinal product infusion will be recorded and calculated
as follows;

he amount of time elapsed from the infusion start time to the

fusion start time is defined as the time point where investigational

medicinal prodtict i%fused into the participant. Infusion stop time is defined as the
n 3

time point where th an pump completes infusion of the investigational medicinal
product, not including @ ine flush.

i
For example: an infusion with @im@ 12:00 PM would have a duration of infusion

recorded as 30 minutes (a time betwe PM and 12:30 PM).

The start time of IMP infusion, end time of infusion, and the end time of salin flush

should be documented accurately in source

7.3 Labelling ¢

Labels will be prepared in accordance with Good Mar( g Practice (GMP) and local

regulatory guidelines. The labels will fulfil GMP Annex quiregaents for labelling. Label
text will be translated into local language. 0

L 4
7.4 Storage

All study interventions should be kept in a secure place under appropri@ conditions.
The investigational medicinal product should be stored at 2 to 8°C (36 to 46@1& not

be frozen.

The administration of all study interventions (including investigational medicinal prod@

should be recorded in the appropriate sections of the Case Report Form. The investigationa /
medicinal product will be administered by qualified study site personnel, who will monitor

compliance. @
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7.6 Accountability

The study intervention provided for this study will be used only as directed in the study
protocol.

@ E he study site personnel will account for all study interventions dispensed to and returned

the participant.

l@ator or pharmacist is required to maintain accurate investigational medicinal product
acc @t cords. Upon completion of the study, copies of investigational medicinal
produ %bility records will be returned to AstraZeneca or designee. Each

administr @V study therapy will be documented in the eCRF.

The unblinded AsfraZgg€ca representative can perform complete IV study therapy
accountability durifig each inded monitoring visit, including verifying documentation of

drug receipt, dispensing, and destruction of IV study therapy and consistency of this
documentation with physic@ntory and IVRS/IWRS.

All unused investigational medi€inal prod
authorised depot or disposed of upon afiti

will be returned to an AstraZeneca or designee-

] Sation by AstraZeneca or designee or other
written instructions provided by AstraZeneca @r designee (for contact information and specific
shipping instructions). Investigator or phar@ 1d sign certificates of delivery and
return.

4
Details regarding supplies, dose preparation, proces%/porting product complaints, and

accountability for the investigational medicinal produ provided to the sites.

7.7 Concomitant and other treatments

Participants must be instructed not to take any medications, inc verlthe-counter
products, without first consulting Investigator. /‘0

7.7.1  Prohibited/restricted medications O
7.71.1 Excluded medications: pre-study /
Any medication listed in Appendix I must be discontinued prior to signing of the l@

Medications leading to immediate discontinuation of investigational medicinal product.

e Cyclophosphamide @
e Biologic immunomodulators (e.g., belimumab, rituximab)

e JAK inhibitors (e.g., tofacitinib, baricitinib)

7.7.1.2 Excluded medications: during double-blind treatment period 0:
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Q

If any of the prohibtted medi
below in Section 7.7.1.3
regarded as non-responder

BTK inhibitors (e.g., ibrutinib, acalabrutinib, zanubrutinib)

Plasmapheresis

Any immunoglobulin therapy

IFN therapy (alpha 2a and 2b, beta 1a and 1b, and pegylated IFNs alpha 2a and 2b)

[ ]
nvestigational agents
&e or attenuated vaccines (e.g., BCG, herpes zoster, yellow fever); the Sponsor

ends that Investigators ensure all participants are up to date with required
@ prior to entry into the study

in
Any m€dieation listed in Appendix I, except restrictions (e.g., sulfasalazine, danazol, and
dapsonefrestuictions) as listed below in Section 7.7.1.3.

Intravenous eroids > 1 g methylprednisolone or equivalent

ations listed in Appendix I are used, except restricted drug listed
aust be immediately discontinued and participant will be

@ cacy endpoints. Additional details are given in the SAP.

7.7.1.3 Restricted medications durin ble-blind treatment period
As anifrolumab is an investigative 1 dulatory agent, non-protocol permitted changes

treat an adverse event or increased disease @ctivd

to immune modifiers or immunosuppressar@tudy are not permitted unless necessary to

If a participant receives any of the following du tggatment period the study
physician must be notified immediately. Sponsor ft ine if the participant may

continue to receive investigational medicinal product. @n handling the analysis of data
from participants who may use restricted medications are‘d@@scribe he SAP.

1
2
3
4
5

7
8
9

Sulfasalazine 4

Danazol, GnRH agonists or GnRH antagonists /

Dapsone 0

Azathioprine > 200 mg/day or at a daily dose greater than that at Week@
Mycophenolate mofetil > 2.0 g/day or mycophenolic acid > 1.44 g/day or af’a ose

greater than that at Week 0 (Day 1)

Oral, SC, or intramuscular methotrexate > 25 mg/week or at a daily dose greater tl@:

at Week 0 (Day 1)
Mizoribine > 150 mg/day or at a daily dose greater than that at Week 0 (Day 1)
Any change in route of administration of oral, SC, or intramuscular methotrexate @

Intravenous corticosteroids > 40 mg/day but < 1 g/day methylprednisolone or equivalent

10 Intramuscular corticosteroids > 80 mg/day methylprednisolone or equivalent
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11 Subcutaneous or intramuscular corticosteroid precursors
12 Treatment with OCS > 40 mg/day prednisone or equivalent
13 Treatment with OCS above Day 1 dose for a dosing period > 14 days
@ 14 Corticosteroids with a long biologic half-life (e.g., dexamethasone, betamethasone)
y acrolimus (including topical) or cyclosporine, at a daily dose greater than that at Week 0
ay 1)
er immunosuppressants including but not limited to leflunomide.

Nofe: @s ine eye drops are acceptable for use in the study. Topical tacrolimus is only
accept ﬁ initiated before study and on stable regimen during study.

itant treatment

Other medication an that described above, which is considered necessary for the
participant’s safety and wel g, may be given at the discretion of Investigator and recorded
in the appropriate section$ o Case Report Form.

Inhaled corticosteroids:

Use of inhaled corticosteroids is allo@eded for management of asthma or COPD.

Vitamins and herbal products: 9
Use of naturopathic, herbal or ayurvedic pro u@e avoided and participants should
i jet

not start treatment with any of these or of nutrit supplements, vitamins, and/or
minerals without discussing with Investigator. O

Medicinal cannabinoid use:

Any new medicinal cannabinoid should not be started during t}Qj‘the study.

Participants who are already on a stable regimen 8 weeks prior to scr

1 ay continue
their regimen at the same stable dose through the course of study. IncredseS)in_strength or
frequency is not allowed. Decrease or discontinuation is allowed for safety #€aso

7.7.2  Systemic Lupus Erythematosus therapy during double-blindr/ nt

period @
Permitted medications for SOC SLE are described below. Concomitant medications sh
only be administered after all visit assessments, including investigational medicinal produc
administration and post-infusion PK blood draws (if applicable), with the exception of a /
participant with a previous infusion-related reaction who is to receive acetaminophen
(paracetamol) or equivalent. The acetaminophen or equivalent should be given after all visit
assessments other than the infusion have been completed, and prior to starting the infusion.
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Table 7 Permitted medications for SOC SLE
Permitted SOC SLE Limitations of Use
OCS e  Oral prednisone or equivalent up to <40 mg/day is permitted from
at least 2 weeks prior to signing of the informed consent. The
dose of oral prednisone must remain stable at least 2 weeks prior
to Randomisation.
e  Where prednisone is the single SOC medication [i.e., the participant
is not concurrently receiving any medications listed in Section 3.1
#7], a dose of oral prednisone > 7.5 mg/day but < 40 mg/day (or
prednisone equivalent) for a minimum of 8 weeks prior to
Randomisation is required.
Intramuscular &@rticosteroids e  Participants with increased SLE disease activity may receive 1

Q

intramuscular injection of corticosteroids (methylprednisolone <
80 mg or equivalent) instead of a burst and taper of OCS described
above between Day 1 and Week 12.

e May only be administered after all assessments and investigational
medicinal product infusion have been completed at the visit.

Corticosteroid bursts dnd taper

e Participants with increased SLE disease activity may receive 1
permitted burst and taper of corticosteroids between Day 1 and
Week 12. Additional details on burst and taper for SLE and

on-SLE (e.g., asthma or COPD exacerbation) disease activity are

in Sections 7.7.1.4 to 7.7.3.

Intra-articular/tendon
sheath/bursal corticosteroid
injections

don sheath/bursal injection may be allowed for

ders up to Week 40 if the symptoms of the

: ith the ability to assess SLE-related
contact the AstraZeneca study

inister an intra-articular/tendon

tion prior to administration of

ders.

endpoints. Inve
physician for pe
sheath/bursal corticoster
corticosteroids for non-

uding investigational
medicinal product administratio infllsion PK blood draw

(if applicable).

Antimalarials and
immunosuppressants
(azathioprine, methotrexate, and
mycophenolate
mofetil/mycophenolic acid, and
mizoribine)

ine, methotrexate,
izeribine) are
thetapypon Day 1

e Antimalarials and immunosuppressant
mycophenolate mofetil/mycophenolic aci
permitted, and at least 1 is required, as part o
if the participant is not on OCS.

e Dose regimens must remain stable from Day 1 to thefomipl€tion of
Week 52 but may be decreased for toxicity or to optim
management of an AE, such as infection. The toxicity/eV
confirmed as a documented AE. The dose can be returned tofthe
Day 1 level if the toxicity/event resolves and if clinically indi

e Antimalarials/immunosuppressants should not be changed if a
participant has increased SLE disease activity during the OCS
tapering period.

108 (193)

®



Clinical Study Protocol

Drug Substance Anifrolumab (MEDI546)

Study Code D3468C00003

Version 4.0

Date 19 May 2025

Nonsteroidal anti-inflammatory e  Prescription NSAIDs must remain stable from screening through

drugs (NSAIDs) Week 52 but can be reduced for reasons of toxicity but not efficacy.
Prescription NSAIDs cannot be administered with other NSAIDs
(including over-the-counter non-steroidals) except for low-dose
aspirin.

e On a given visit day, prescription or non-prescription NSAIDs

should not be taken until after all assessments have been completed.
e NSAIDs for analgesic purposes that never exceed label-approved
§ doses of NSAIDs may be used for pain as required, based on

Investigator judgment for up to 1 week at a time
@wn, paracetamol or e  Pain medications should not be used within a minimum of 6 to

equivalent 12 hours (based on known duration of effect) of a scheduled visit.
/ e Normal release (not extended release) acetaminophen or equivalent

(e.g., paracetamol) may be used for pain as required.

e In a participant with a previous infusion-related reaction,
acetaminophen or equivalent can be given after all visit assessments
have been completed and prior to starting the infusion.

Low-dose aspirin e Low-dose aspirin (maximum of 325 mg/day) for cardiovascular
w disease is permitted.

Topical therapy Concurrent use of topical therapy for cutaneous lupus
erythematosus (e.g., corticosteroids) is permitted. Topical
oisturisers are also permitted.
htherapy must be the same being used at signing of the

ring screening.
dy, topical therapy may be reduced or discontinued
igal manifestations and Investigator discretion. Should

may be re o theg Day 1 dose.
ew dermatologic preparations be used for
the duration of the yt is also recommended that participants

use sunscreen (list'a itant medication for SLE) and avoid
sun exposure during thé'stud

All permitted SOC SLE therapies received from initiation of scyge rough the end of the
study will be recorded on the source document and CRF, and willinclftd the specific
indication for use (e.g., general SLE activity, skin involvement, nephriffs, risy) as well as
the dose, start and stop dates, frequency, and route of administration. In@J

any change
in permitted SOC SLE therapy and the reason for change must be documen@/
c r

If concurrent SOC medication requirements, e.g., glucocorticoids, immunosupp
anti-malarials, are not followed, participants may be considered as non-responders @y

endpoints. Additional details are given in the SAP. :
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7.7.3  Steroid use during the double-blind treatment period

7.7.3.1 Steroid burst and taper from Week 0 (Day 1) to Week 12
In order to allow adequate time for the investigational medicinal product to achieve significant
@ clinical benefit, Investigators may administer 1 burst and taper of corticosteroids between

y 0 (Day 1) and Week 12 for increased SLE disease activity/non-SLE causes.

&d burst as described below is defined as 1 of the following:

. @re e up to a maximum daily dose of 40 mg/day prednisone (or equivalent) for up
to % 14 days and that must be fully administered and tapered to less than or equal
to the se by the end of the 14th day. Any course of OCS above the Day 1 dose

must not d Week 12, regardless of when the course was started;

OR
e Intramuscular methWone (< 80 mg) or equivalent administered as a single dose

between Day 1 and e@
OR ‘flﬁ‘

e A maximum of 2 intra-articular/ten ath/bursal injections (for a total
methylprednisolone <80 mg or e can be given. Participants who receive any
intra-articular/tendon sheath/bursal inject#®ns should not receive OCS or intramuscular
burst between Day 1 and Week 12.

Participants who receive more than 1 steroid b @ t r’ from Week 0 (Day 1) to Week 12,
or who violate any of the criteria above, may con ‘je study, but may be considered as
fi

non-responders for efficacy endpoints (details are de e SAP), regardless of whether
the OCS burst was administered for increased SLE activigy or non-SLE causes.

7.7.3.2 Increase in corticosteroids from Week 12 to Week Y

Between Week 12 and Week 40, an increase in corticosteroid dos %eased SLE activity
1s not allowed. Participant receiving a steroid dose above their Week

) dose may
continue in the study, but may be considered as non-responders for effic ints (details
are defined in the SAP).

An increase in OCS for non-SLE causes (e.g., asthma or COPD exacerbation) is a
ONCE with AstraZeneca study physician approval between Week 12 and Week 40. This might

include a non-SLE OCS up to <20 mg/day of prednisone (or equivalent) for up to a tota

days and must be fully administered and tapered to less than or equal to the Day 1 dose by

end of the 14th day and by the Week 40 visit day. This will be captured as burst and taper not /
attributable to SLE. The non-SLE indication must be clearly indicated in the source @
documents.
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Participants who receive prednisone (or equivalent) for non-SLE indication at a total
dose > 20 mg/day but <40 mg/day for a dosing period of greater than 14 days may continue in
the study, but may be considered as non-responders for efficacy endpoints (details are defined

in the SAP). If a participant receives > 40 mg prednisone or equivalent or a dose above
baseline level for more than 14 days, it must be reported to the AstraZeneca study physician.

w‘straZeneca study physician will determine if the participant may continue to receive
A%

igational medicinal product.

7. rease in oral corticosteroids after Week 40

An in CS is NOT allowed after Week 40 (except for the management of AEs or as a
prophyla enal insufficiency as described below). Participants who receive an
increase in t fter Week 40 will be considered as non-responders for efficacy

endpoints (details @ ffined in the SAP).

7.7.3.4 Increase in 0r2W’coster0ids for intercurrent disease or to prevent adrenal
insufficiency O

In addition to the burst and

ribed above, participants who are taking < 7.5 mg/day

prednisone or equivalent will b€ allowed gdyeceive up to an additional 7.5 mg/day to a total of

15 mg/day prednisone or equivalent fg
hydrocortisone (< 100 mg hydrocortisone f0llg
returning to their usual dose) for severe ill
or corticosteroid withdrawal if clinically wark

@ of up to 14 days or a single dose of [V
ed by half that dose for 2 days before
, or symptoms of adrenal insufficiency

ny time. Use of corticosteroids should

be minimised for patient safety reasons. P

7.7.3.5 Protocol-specified steroid tapering Week 8/0@( 40

All participants with a baseline prednisone (or equivalen se of 2#h0.0 mg/day must attempt

tapering of their dose to < 7.5 mg/day. Tapering will start at Wee
Week 40, unless there are signs of increased disease activity, in

@ continue through
o &

SLEDAI-2K scores for renal, CNS, cardiopulmonary, vasculitis, f@molytic anemia,
thrombocytopenia or gastrointestinal activity; and/or

SLEDAI-2K scores showing new activity in any organ system, except s C
abnormalities (d&sDNA, hypocomplementemia); and/or

Moderate to severe skin disease as reflected by a Cutaneous Lupus Erythematosus&
Disease Area and Severity Index (CLASI) activity score of > 10; and/or

Extensive joint disease as reflected by >8 tender and >8 swollen joints /

If steroid tapering is not attempted in an eligible participant, the Sponsor or Sponsor’s
designee must be contacted immediately. The recommended steroid-tapering regimen is
provided in Appendix N. However due to variability in participant responses to steroid
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treatment and tolerability of taper, Investigators will have flexibility in how the OCS dose is
reduced at each visit.

Investigators will not be required, but may continue, to taper OCS dose beyond the target of
7.5 mg/day up to Week 40 based on disease activity.

wn available, if the lab values from the current visit at which tapering occurs, show
mereased SLE activity, the tapering can be reversed. If a participant has an increase in disease
a ndary to OCS tapering between Week 8 and Week 40, the OCS dose should be
increaged 0, but should not exceed, the Day 1 baseline dose. Participants who require
OCS dose eir baseline level may continue in the study following consultation with the
Sponsor or @r’s designee, but may be considered as non-responders for efficacy

endpoints (det 3‘ e

Steroid tapering will nWrmitted after Week 40.

7.8 Dose modiﬁcatioo P

There are no provisions for IM dosmﬁon or retreatment in this study.

7.9 Intervention after the end of tudy

er they have concluded study treatment.

g the Week 52 end of treatment
4

ned in the SAP).

Participants are to be treated with standard gherag

There are no provisions for administration o
visit.

*

()
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8 STATISTICAL ANALYSES BY ASTRAZENECA

8.1 Statistical considerations

All personnel involved with the analysis of the study will remain blinded until CDL and
rotocol violators identified. Analyses will be performed by AstraZeneca or its
ysentatives.

'@Ls are planned in this study. The primary CDL will be conducted after the last
parficifant gompletes 52-week double blind treatment period, and the final CDL will be
condu ﬁhe last participant completes the last visit/assessment. After the primary
CDL, the allocation for participants will become known to the sponsor staff. The

blind will be imed for investigators, investigational site staff, and for the participants
until the final C

A comprehensive SAP w’ DEEPA

study. Any subsequent ame @
completed prior to unblinding"o

sensitivity analyses, will be fully docu in the SAP.

8.2 Sample size estimate
A total of 260 participants receiving SOC t ill be randomised 1:1 to treatment with

anifrolumab or placebo.

red within 90 days of first participant enrolment into the
1ts to the SAP will be documented, with final amendment
¢'data for the analysis. Details of all analyses, including

be estimated using the Bayesian robust MAP prior appro@ch with borrowing from the pooled
global phase I1I studies (study 05 and study 04). The sample size i :ﬁ! ¢

4
The treatment effect of anifrolumab vs placebo mea%CLA response at Week 52 will

lated based on the

criterion of having greater than Jjjjj posterior probability that af b‘300mg is effective
compared to placebo (difference in BICLA response rates at Week yter than 0).

anifrolumab 300 mg compared with placebo (47.1% vs 30.2%, 95% CI 7.2,

.8; inal p <
0.001). In study 04, participants treated with anifrolumab 300 mg had a statis ﬁcant
G

In study 05, a difference of 17.0% in BICLA response rates at Week 52 @ed for
6.8

higher BICLA response rate at Week 52, compared with participants in the placeb
(47.8% vs 31.5%; difference 16.3%, 95% CI 6.3, 26.3; p=0.0013). The pooled BIC
response rates for anifrolumab 300 mg and placebo groups based on study 05 and stud

47.5% and 30.8%, respectively. Results for BICLA responses at Week 52 in study 05 and O‘

study 04 trials are also listed in Table 8.
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Table 8 BICLA response rates at Week 52 in study 05 and study 04
Response Rates Treatment difference
BICLA at 52 (95% CI)
weeks
BICLA at 52 Weeks
dy 05 Placebo 55/184 (30.2%) -

Anifrolumab 300mg 85/180 (47.1%) 17.0% (7.2%, 26.8%)
Study Placebo 57/182 (31.5%) -

Anifrolumab 300mg 86/180 (47.8%) 16.3% (6.3%, 26.3%)
m@; 04 | Placebo 112/366 (30.8%) -

Anifrolumab 300mg 171/360 (47.5%) 16.6% (9.7%, 23.6%)

/é

The current study mirrors s s design with the same target population (moderate to
severe SLE patients), treatmentgroups and randomization ratio. The primary endpoint BICLA

response at Week 52 is also evaluated
Given the robust response rates in stddy
Week 52 in will be used as an informative

same definition as study 05 and study 04.

d study 04, the pooled BICLA response rates at
r for the response rates of anifrolumab 300 mg
and placebo groups in the Asian population rebust MAP prior approach (Schmidli et al,
2014) will be adopted to partially extrapolate t @ ed a@sponse rates of study 05 and study
04 to the Asian population. The informative prior willgbe gustiﬁed with a prior weight,
where the weight represents the a priori degree of re e{ the pooled response rates of
study 05 and study 04 to the Asian population. With a lemxtra olation (NN
and the assumed proportions of BICLA response rates 47.5% andg30.8% in the anifrolumab
300 mg and placebo groups respectively (based on the pooled §t andstudy 04), 130
participants/arm yields [Jjjj chance of having have greater than ior probability that
anifrolumab is effective compared to placebo, i.e., the lower limit of ible interval of

treatment difference is greater than 0 in a Bayesian framework (power: Wmaﬁcal
P(my —my > Oldata) > IR O

notation, it can be written as
where TT1 and Ty represent the underlying response rates of anifrolumab 300 mg and [%

groups respectively. Under the assumptions of no treatment difference (30.8% vs 30.8%), 1 /
participants/arm and [Jjjjjj prior weight will control the probability of having greater than i

posterior probability of efficacy at approximately [Jjjij (one-sided type I error: il @
Expecting screen failure rate of 50%, approximately 520 participants shall be screened to

obtain the required number of randomised participants.
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8.3 Definitions of analysis sets
8.3.1 All participants analysis set

This analysis set will comprise all participants screened for the study and will be used for
reporting of disposition and screening failures.

a Full analysis set

analysis set will be used as the primary population for reporting efficacy. This
co es all participants randomised into the study who receive at least 1 dose of
i i0 edicinal product and will be analyzed according to randomised treatment

(modified @-To—Treat).

8.3.3  Safety set
The safety analysis Set wil sed as the primary population for reporting safety data. It

consists of all participa ve received at least 1 dose of IMP. Erroneously treated
participants, who are random eceive anifrolumab but are actually given placebo for the
entirety of their time in the studyf will be accounted for in the placebo arm. A participant who
has on one or several occasions receiv@)lumab is classified in the respective
anifrolumab group.

8.3.4 Pharmacokinetic analysis set O

All participants who received anifrolumab and Wl

Igast 1 quantifiable serum PK
observation post first dose that are assumed not to b ed by factors such as protocol
deviations, will be included in the PK analysis dataset! ata summaries will be based
on this analysis set.

8.4 Outcome measures for analyses .

Baseline is defined as the last measurement prior to randomisation a% dministration on

Day 1. If the Day 1 value is missing or is invalid or is collected after adtai on of
investigational medicinal product, the latest assessment prior to dose admini§trat Day 1
will serve as baseline.

When applicable, adjudicated values of BILAG-2004, SLEDAI-2K, CLASI, and PQ

used for all assessments. :

8.4.1 Primary outcome variable /
The primary endpoint, BICLA response at Week 52, is a composite endpoint where a @
participant is a BICLA responder if all of the following criteria are met:
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e  Reduction of all baseline BILAG-2004 A to B/C/D and baseline BILAG-2004 B to C/D,
and no BILAG-2004 worsening in other organ systems, as defined by > 1 new BILAG-
2004 A or > 2 new BILAG-2004 B;

e No worsening from baseline in SLEDAI-2K, where worsening is defined as an increase
@ from baseline of > 0 points in SLEDAI-2K;
o worsening from baseline in the participants’ lupus disease activity, where worsening is
ined by an increase > 0.30 points on a 3-point PGA VAS.

b@:Ye to the primary endpoint, time to BICLA response sustained up to Week 52 will
also bg ass

8.4.2 { ndary outcome variables
8.4.2.1 SRI
The secondary en tus

placebo on disease activit
Week 52, where a partic

evaluate the effect of anifrolumab 300 mg compared to
s‘the difference in proportion of participants achieving SRI(4) at
eves SRI(4) if all of the following criteria are met:

e Reduction from baseline ogﬁ‘fpoin in the SLEDAI-2K;

e No new organ systems affected by 1 or more BILAG-2004 A or 2 or more
BILAG-2004 B items compared to baselige;

e No worsening from baseline in the parici
increase > 0.30 points on a 3-point PGA

8.4.2.2 Oral corticosteroid management 40

The secondary endpoint used to evaluate the effect of afi ab vs placebo on the ability to
reduce the OCS dose in participants with baseline OCS 310, mg/daygprednisone or equivalent

ts#lupus disease activity defined by an

is the difference in proportions of participants meeting all the fo riteria:
L 4
e Achieve an OCS dose of < 7.5 mg/day prednisone or equiva ek 40;
e  Maintain an OCS dose < 7.5 mg/day prednisone or equivalent fron@( 40 to Week 52.

8.4.2.3 Flares

The secondary endpoint used to evaluate the effect of anifrolumab vs placeb gs, 1
annualised flare rate through Week 52. A flare is defined as either 1 or more new @ -2004
A or 2 or more new BILAG-2004 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 arn

D,
C, or B to an A score in any one organ system compared to the previous visit). O 5
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8.4.3  Other secondary outcome variables

8.4.3.1 Skin lesions
The secondary endpoint used to evaluate the effect of anifrolumab vs placebo on
@ inflammatory cutaneous lupus lesions in participants with baseline CLASI activity score > 10

y difference in proportions of participants who meet the following criterion:

ieve > 50% reduction of CLASI activity score at Week 12 compared to baseline.

the maintenance of effect in the CLASI activity score will be evaluated using the
propo@xﬂicipants with a CLASI activity score > 10 at baseline who achieve at least a

50% redu i, CLASI activity score at Week 12 and maintain response at Week 52.

The differenc ifrolumab and placebo in the mean change from baseline in CLASI
activity as well a I damage score will be evaluated longitudinally over time up to
Week 52.

8.4.3.2 Joints
The other secondary endpoint W

evaluate the effect of anifrolumab vs placebo on joints
are: < >

e Difference in the proportion of particip with at least 6 swollen and at least 6 tender
joints at baseline who achieve at least & 50% redtiction from baseline in both the number
of swollen and tender joints at Week 52;

A reduction of at least 50% i1s reached if all the f¢ i r‘1teri0n are met:

e The percentage reduction from baseline in both the l@( of swollen joints and the
number of tender joints, separately, is 50%.

8.4.4 Exploratory variables 4

7

5
?
®
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| / .
8.4.5 Patient-reported outcome variables /C\

8.4.5.1 Lupus quality of life scale

The difference between anifrolumab and placebo in the mean ¢ @ m baseline in Lupus
QoL score to Week 52 will be assessed. /’
8.4.5.2 EuroQoL 5 dimensions Q

The proportion of participants in each EQ-5D-5L health state (no problerfs; @pr lems,
moderate problems, severe problems and unable to/extreme problems), by d i0n, as well
as the VAS Score and single summary utility index, including changes from ba i@l be
explored over time.

The WPALI score levels (percentages) at baseline, Week 24 and Week 52 will be assessed.

8.4.5.3 Work Productivity and Activity Impairment — Lupus 00

8.4.5.4 Medical resource use questionnaire @
The following endpoints will be assessed:
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e  Number of participants with unscheduled health care visits;

e  Number of unscheduled specialist visits;

e  Number of unscheduled primary care visits;

e  Number of participants with unscheduled emergency department visits;

f participants with visits, number of unscheduled emergency department visits;
mber of participants with hospital stays;

ill be collected: vital signs, 12-lead ECG, haematology, clinical

chemistry, urinal -SSREl and reported AEs (including AEs of special interest, see

Section 6.4).

Change from baseline to ea@t eatment time point where scheduled assessments were
made will be calculated for re eéneas ements. Occurrence of suicidal behaviour and
ideation, based on the C-SSRS, from&up to Week 52 will be explored. AEs will be
utilizing by means of descriptive statiStic qualitative summaries.

8.4.6.1 Other significant adverse event

During the evaluation of the AE data, a medica @ ifigd expert will review the list of AEs
that were not reported as SAEs and discontinuati@ AEs. Based on the expert’s
judgment, significant AEs of particular clinical imp l , after consultation with the
AstraZeneca Global Patient Safety Physician, be consid@er significant AEs and
reported as such in the CSR.

. ¢ . .
Examples of these are marked haematological and other laborato Jnahtles, and certain
events that lead to intervention (other than those already classified aséeri dose reduction,
or significant additional treatment.

8.4.7 Immunogenicity variables O/

ADA assessments will be conducted utilising a tiered approach (screen, confirm, t@
presence of nAb will be tested in all ADA-positive samples time points of week 12 an

using a ligand binding assay. 5 O

8.4.8 Pharmacokinetic variables

Due to the limited sampling schedule, the PK assessment will be primarily based on the @
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8.4.9 Pharmacodynamic outcome variables

The outcome variable for C3, C4, and CH50 complement levels will be the mean change from

baseline to Week 52 in participants with abnormal complement level at baseline, defined as
complement level below lower limit of normal. The outcome variable for anti-dsDNA

@ tibodies will be proportion of participants with positive anti-dsDNA test result.

52-week treatt riod’ regardless of whether study treatment was prematurely
discontinued, or dela d? irrespective of protocol adherence.

In general, the analyses sed on the FAS unless otherwise stated. Intercurrent events
are defined as events occu ter treatment initiation that affect either the interpretation or
the existence of the measureme&oci d with the clinical question of interest. In this
study the intercurrent events are:

e Restricted medication use,

e Premature end of treatment,

e Death / ¢
The strategy for dealing with the intercurrents eventswi etailed for the primary analyses
of the primary endpoint. The strategy for all other endpoints will be detailed in the SAP.

Supplementary estimand/sensitivity analyses for the primary ang
assessing the robustness of results will explore different method
events and different assumptions for missing data. The impact of non nce due to
COVID-19 on PEOT will also be evaluated using hypothetical strategy
imputation as supplementary analysis. Full details will be provided in the

Missing Data /

The study was designed to reduce the risk for missing data as much as possible throtgh t
following measures:

gcondary endpoints for

OCS in order to allow adequate time for investigational medicinal product to achieve
significant clinical benefit.

e From Randomisation (Day 1) to Week 12, the study design allows for 1 burst and tapewoﬁ

121 (193)



Clinical Study Protocol

Drug Substance Anifrolumab (MEDI546)
Study Code D3468C00003

Version 4.0

Date 19 May 2025

e  One burst of OCS to <20 mg/day between Week 12 and Week 40 is also allowed for
non-SLE causes.

e Participants who require additional bursts of OCS will still be encouraged to remain in the

t for the scheduled assessments through the Week 52 end of treatment visit. The definition
Q @ imary estimand includes a criterion that corresponds to non-response for participants

vhe ely discontinue from investigational medicinal product, or who receive restricted
tion

study.
ydpams who discontinue investigational medicinal product will be asked to come to each

medi ond the protocol-allowed threshold. Supplementary estimands exploring
differen
robustness ofr

or handling intercurrent events, and/or sensitivity analyses for assessing the
s under different assumptions for missing data may be carried out. Details

will be pre-spect e SAP.

Presentation of ReSults

All data will be presented b, ment group. Descriptive statistics (number, mean, standard
deviation [SD], median, mi d maximum) will be provided for continuous variables,

and counts and percentages willfbe presented for categorical variables.

95% ClIs will be presented for treat“&arisons. If a model is used to estimate the
treatment difference, the corresponding CI ag€ording to the model will be presented.
Otherwise, the unadjusted CI will be used.

Demography and baseline characteristics will be /&1 by treatment group for the full

analysis set.

The primary endpoint is BICLA response at Week 52 (as definé @ 10p 8.4.1). The
intercurrent events: discontinuation of investigational medicinal p Xr ceipt of restricted
medications and death are unfavourable outcomes. Therefore, partici a@ted with
restricted medications beyond protocol-allowed threshold, those who di th
investigational medicinal product for any reasons, and those who died will lm sponders.

Study withdrawal results in true missing data and will be imputed as a non-res 1S
composite approach for the estimand answers a clinically relevant question compa

8.5.1 Analysis of the primary variable O

number of participants able to both complete the study treatment and to achieve adequate :

response without further medication being required.

The assessment for the primary analysis will be based on the posterior probability of efficacy /

using the Bayesian model. || 1ostcrior estimates for the @
treatment difference in BICLA response rates at Week 52 and the corresponding [Jjjjjj credible

intervals will be presented. Posterior probabilities of efficacy (treatment difference greater
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than 0) will also be estimated and compared with a number of thresholds, || N
I K csults across a range of prior weights will also be presented for the primary
endpoint. More details will be pre-specified in the SAP.

@ In addition to the primary Bayesian analysis, the following analysis under the frequentist

bo) in the FAS will be estimated using the CMH method (Clowse et al, 2017;

work will be also performed for the FAS as supportive analysis.
‘@é‘cment effect (i.e., the difference in BICLA response rate at Week 52 for anifrolumab
Coéhrgn, 1954) stratified by:

e SLE core at screening (< 10 points vs > 10 points)
e Random' ay,l) OCS dose (< 10 mg/day vs > 10 mg/day prednisone or
equivalent)

d % Not Mainland China)
Details for the CMH m o@be pre-specified in the SAP.

fled nominal p-value for the difference, as well as the
response rate and the corresponding 95%

The corresponding 95% CI,
within each treatment group will be presented.

Time to BICLA response sustained
the primary endpoint to assess if treatment

52 will be analyzed as a supportive measure to

ifroplumab reduces the time needed to

achieve an improvement in disease activity iaintained throughout the study compared

with placebo. A Cox proportional hazard mode @ eg to data including the covariates
€

of treatment and the stratification factors. Details w1 esented in the SAP.

Further, longitudinal presentations of results over time b@ the same CMH method, with
the corresponding 95% CI, will be created. In addition, the' Tndivid :Il

omponents of the
composite BICLA endpoints will be summarized by treatment g

8.5.2  Analysis of the secondary variables {9

8.5.2.1 Analysis methods for secondary efficacy variables

Secondary endpoints SRI(4), OCS will be analyzed and presented using the@ ethod as
described in Section 8.5.1 for the FAS. In addition, the individual components

t
composite SRI endpoints will be summarized by treatment group. Details will be %

the SAP.

The flare rate in the anifrolumab treatment group will be compared to the flare rate in the A
placebo group using a negative binomial model for the FAS. The response variable in the

model will be the number of flares over the 52-week treatment period. The model will include @
covariates of treatment group, and the stratification factors. The logarithm of the follow-up

time will be used as an offset variable in the model to adjust for participants having different
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exposure times. The estimated treatment effect and the corresponding 95% CI as well as the 2-
sided nominal p-value will be presented. In addition, supportive analyses only including flares
while on treatment will be carried out. Details will be described in the SAP.

@ Time to first flare will be analyzed as a supportive analysis to the assessment of reduction of

to explore the extent to which treatment with anifrolumab delays the time to first flare

yared with placebo. A Cox proportional hazard model will be fitted to data including the
iates of treatment, and the stratification factors. Details will be presented in the SAP.

Other{geco binary responder endpoints will be assessed using the CMH method as

described 'S n 8.5.1.
8.5.3 Anz& ds for exploratory variables

8.5.3.1 Analysis methods for safety variables
AEs (including AESIs) will be summarized by means of counts summaries by MeQ
Dictionary for Regulatory Activities (MedDRA) System Organ Class and Preferred Te@
for the study periods (treatment period and treatment period including follow-up period), 1
not stated otherwise. All AEs will be listed.

Laboratory data for haematology and clinical chemistry will be summarized. The frequency of @
changes with respect to normal ranges between baseline and minimum/maximum post-
treatment values will be tabulated. Frequencies of clinically noteworthy values (defined in the
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SAP) occurring during the clinical study will also be given. Shifts from normal to abnormal
between baseline and last post-baseline time point will be evaluated for urinalysis.

The incidence of markedly abnormal values and changes from baseline in the ECG parameters
@ will be summarized by treatment group.

a roportion of participants with suicidal behavior and suicidal ideation throughout the
sed on the C-SSRS will be presented for each treatment group. The proportion of
p within each of the 4 suicidal behavior categories and within each of the 5 suicidal
ideati@- egories will also be presented for each treatment group. Descriptive statistics
on the to r of attempts, total number of interrupted attempts, and total number of
aborted atte ill be summarized for each treatment group.

Other safety vari ill be summarized as appropriate. Further details will be provided in

the SAP. /(‘

8.5.3.2 Analysis method nogenicity variables
Anti-drug antibodies to anifro !%vill be summarized using descriptive statistics at each

visit by treatment group. ADA titres-tim les of anifrolumab by treatment group will be
generated. The impact of ADA on PRFand®BI» will be assessed. The potential association of

ADA with safety and efficacy will be explo

concentrations of anifrolumab, summary statistics, and PK profil
CSR or as an addendum to the CSR.

eprovided in the

8.5.3.4 Analysis methods for pharmacodynamic variables 0

Pharmacodynamic variables will be summarized as appropriate. O/

8.5.4 Subgroup analysis

To explore the uniformity of the detected overall treatment effect on the primary, and v@
applicable, some secondary efficacy endpoints, subgroup analyses may be performed fo

following factors: O/‘

e SLEDAI-2K score at screening (< 10 points vs > 10 points)
e OCS dose at baseline (< 10 mg/day vs > 10 mg/day prednisone or equivalent)
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e Sex (male vs female)
e Age(>18to<65vs>65years)

e  Onset of disease (adult vs paediatric onset)

@ e BMI (< 28, > 28 kg/m?)
Q{egion (Mainland China vs Not Mainland China)
ene IFN test (4-gene IFN test high vs low)
Qof the subgroup analyses will be pre-specified in the SAP.
The e

safety in China subgroup will be analyzed to facilitate a benefit-risk
assessment fi latory submission in China. Details of the subgroup analysis will be

specified in

8.5.,5 Interim aly
No interim analysis for 1@:tility is planned for this study.
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9 STUDY AND DATA MANAGEMENT BY ASTRAZENECA

9.1 Training of study site personnel

Before the first participant is entered into the study, an AstraZeneca representative will review
@ d discuss the requirements of the Clinical Study Protocol and related documents with the
&tigational staff and also train them in any study specific procedures and the WBDC or
ystem(s) utilized.

Th @l vestigator will ensure that appropriate training relevant to the study is given to
all of , and that any new information relevant to the performance of this study is

&ff involved.

The Principal Inv@ will maintain a record of all individuals involved in the study
(medical, nursing a ot?).
9.2 Monitoring of @y

During the study, an AstraZene epreseifative will have regular contacts with the study site,

forwarde

including visits to:

e Provide information and support to Invesfigator(s)
e Confirm that facilities remain accepta
e Confirm that the investigational team is ad gprotocol, that data are being
accurately and timely recorded in the CRFs, thatfbi ical samples are handled in
é int

accordance with the Laboratory Manual and that rvention accountability checks
are being performed

e Perform source data verification (a comparison of the data s with the

participant’s medical records at the hospital or practice, and ‘6the rds relevant to the
study) including verification of informed consent of participating0 ants. This will
require direct access to all original records for each participant (e.g%c arts)

e Ensure withdrawal of informed consent to the use of the participant’s biglo famples
is reported and biological samples are identified and disposed of/destroyed ly,
and the action is documented, and reported to the participant.

The AstraZeneca representative will be available between visits if Investigator(s) or ot@fi

at the center needs information and advice about the study conduct.

9.2.1 Unblinded monitoring

In order to maintain the integrity of the study blind, separate unblinded monitoring visits will @
be conducted as outlined in the study clinical monitoring plan.
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9.2.2 Source data

Refer to the Clinical Study Agreement for location of source data.

9.2.3 Study agreements

ations of the Clinical Study Agreement, or equivalent, for this study. In the event of any

%ﬂrindpal Investigator at each/the center should comply with all the terms, conditions, and

e
1
1 tency between this Clinical Study Protocol and the Clinical Study Agreement, the
t @nical Study Protocol shall prevail with respect to the conduct of the study and the
nt

treat icipants and in all other respects, not relating to study conduct or treatment of
participant$; t s of the Clinical Study Agreement shall prevail.
Agreements b Zeneca and the Principal Investigator should be in place before any

study-related pro s can tgke place, or participants are enrolled.

9.2.4 Archiving of chments
Investigator follows the pri lined in the Clinical Study Agreement (CSA).

9.3 Study timetable and end
The end of the study is defined as ‘the last @the last subject undergoing the study’.

The study may be terminated at individual ¢ e study procedures are not being
performed according to GCP, or if recruitment 4 aZeneca may also terminate the
entire study prematurely if concerns for safety arise y this study or in any other study

with anifrolumab.

9.4 Data management by AstraZeneca

Data management will be performed by AstraZeneca Data Mana ‘j
party, according to the Data Management Plan. Adverse events and i€alfsurgical history
will be classified according to the terminology of the latest version the Medications

L 2
entre staff or other

will be classified according to the AstraZeneca Drug Dictionary. Classification codifg will be
performed by the Medical Coding Team at the AstraZeneca Data Managemen other
party.

data.

Data queries will be raised for inconsistent, impossible or missing data. All entries to the study
database will be available in an audit trail.
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The data will be validated as defined in the Data Management Plan. Quality control
procedures will be applied to each stage of data handling to ensure that all data are reliable
and have been processed correctly. The Data Management Plan will also clarify the roles and
responsibilities of the various functions and personnel involved in the data management
process.

all data have been coded, validated, signed and locked, clean file will be declared. Any
t revealing data may thereafter be added and the final database will be locked.

Serio@fe Event (SAE) Reconciliation
1

SAE reco &reports are produced and reconciled with the Patient Safety database

The data collected thro
data.

arty sources will be obtained and reconciled against study

and/or the inves al site.
Management of %
o
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10 ETHICAL AND REGULATORY REQUIREMENTS

10.1 Ethical conduct of the study

The study will be performed in accordance with ethical principles that have their origin in the

the AstraZeneca policy on Bioethics and Human Biological Samples.

@ :Seclaration of Helsinki and are consistent with ICH/GCP, applicable regulatory requirements

ticipant data protection
The I@‘forporate (or, in some cases, be accompanied by a separate document
g

incorporati ding that complies with relevant data protection and privacy legislation.

10.3 Ethics vatory review
An Ethics Committ&€ shou rove the final study protocol, including the final version of

the ICF and any other wrigtengdnformation and/or materials to be provided to the participants.
Investigator will ensure the @ bution of these documents to the applicable Ethics
Committee, and to the study Site

The opinion of the Ethics Committee g @ e given in writing. Investigator should submit
the written approval to AstraZeneca before engolment of any participant into the study.
C(

The Ethics Committee should approve all a used to recruit participants for the study.

AstraZeneca should approve any modifications t % ﬁat are needed to meet local
requirements.

If required by local regulations, the protocol should be re-approv e Ethics Committee
annually. .

Before enrolment of any participant into the study, the final study pr(l cluding the final
version of the ICF, is approved by the national regulatory authority or afpofification to the

national regulatory authority is done, according to local regulations.

AstraZeneca will handle the distribution of any of these documents to the nationaltory
authorities.

AstraZeneca will provide Regulatory Authorities, Ethics Committees and Principal O
Investigators with safety updates/reports according to local requirements. /
Each Principal Investigator is responsible for providing the Ethics Committees/IRB with @

reports of any serious and unexpected adverse drug reactions from any other study conducted
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with the investigational medicinal product. AstraZeneca will provide this information to the
Principal Investigator so that he/she can meet these reporting requirements.

Regulatory Reporting Requirements for SAEs

@ e Prompt notification by Investigator to the sponsor of a SAE is essential so that legal
ligations and ethical responsibilities towards the safety of participants and the safety of
dy intervention under clinical investigation are met.

other r ory agencies about the safety of a study intervention under clinical

ésor has a legal responsibility to notify both the local regulatory authority and
inv

108, The sponsor will comply with country-specific regulatory requirements
relatin reporting to the regulatory authority, IRB/ IEC, and investigators.

e For all studie those utilizing medical devices, investigator safety reports must be
prepared for s cted ynexpected serious adverse reactions (SUSAR) according to local
§’and sponsor policy and forwarded to investigators as necessary.

- European Medical !@
applicable), and all other

regulatory requireme

egulation 2017/745 for clinical device research (if
plicable local regulations

¢ An investigator who receives an in or safety report describing a SAE or other
specific safety information (e.g., $um or listing of SAEs) from the sponsor will
review and then file it along with the [IBgor state other documents] and will notify the
IRB/IEC, if appropriate according to lo iftements.

10.4 Informed consent / .

The Principal Investigator(s) at each center will: /

e Ensure each participant is given full and adequate oral*afid wri information about the
nature, purpose, possible risk and benefit of the study "

e Ensure each participant is notified that they are free to discon ?’n the study at any
time

consider the information provided

e Ensure that each participant is given the opportunity to ask question%?ﬁime to

e Ensure each participant provides signed and dated informed consent before Co g
any procedure specifically for the study

e Ensure the original, signed ICFs is/are stored in Investigator’s Study File 0
e Ensure a copy of the signed ICF is given to the participant

e Ensure that any incentives for participants who participate in the study as well as any 4
provisions for participants harmed as a consequence of study participation are described in
the ICF that is approved by an Ethics Committee.
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10.5 Changes to the protocol and ICF

Study procedures will not be changed without the mutual agreement of the International Co-
ordinating Investigator and AstraZeneca.

f there are any substantial changes to the study protocol, then these changes will be
mented in a study protocol amendment and where required in a new version of the study

@l (Revised Clinical Study Protocol).
Th @16 is to be approved by the relevant Ethics Committee and if applicable, also the

nation ory authority approval, before implementation. Local requirements are to be
followed for d protocols.

AstraZeneca will e any subsequent amendments and new versions of the protocol to
each Principal Inves gafofor distribution to Ethics Committee see Section 10.3.

If a protocol amendmentre, @ a change to a center’s ICF, AstraZeneca and the center’s
Ethics Committee are to apprese evised ICF before the revised form is used.

If local regulations require, any adm change will be communicated to or approved

by each Ethics Committee.

10.6 Audits and inspections O
Authorized representatives of AstraZeneca, a re thority, or an Ethics Committee
1

may perform audits or inspections at the center, incl source data verification. The
purpose of an audit or inspection is to systematically a dependently examine all study-

data were recorded, analyzed, and accurately reported according otocol, GCP, ICH,
and any applicable regulatory requirements. Investigator will co stgaZeneca
immediately if contacted by a regulatory agency about an inspection ter.

C/
s

related activities and documents, to determine whether th8seactivita€§were conducted, and

®
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12 SUPPORTING DOCUMENTATION AND OPERATIONAL
CONSIDERATIONS

@ Appendix A Regulatory, Ethical, and Study Oversight Considerations

a Regulatory and Ethical Considerations
&dy will be conducted in accordance with the protocol and with the following:

s%ethical principles derived from international guidelines including the
¥

D of Helsinki as amended at 64th WMA General Assembly, Fortaleza, Brazil,
October nd Council for International Organizations of Medical Sciences (CIOMS)
Internati uidelines

e Applicable I P Guidelines

e Applicable laws and g

e  The protocol, protocolf@mendments, ICF, Investigator Brochure, and other relevant
documents (e.g., advertise must be submitted to an IRB/IEC by Investigator and
reviewed and approved by the IRB/ efore the study is initiated.

e Any amendments to the protocolwi ire IRB/IEC and applicable Regulatory
Authority approval before implementati¢n of changes made to the study design, except

for changes necessary to eliminate an 1 iaf€ hazard to study participants.
e AstraZeneca will be responsible for obtain reduiged authorisations to conduct the
study from the concerned Regulatory Authority gPhig’tesponsibility may be delegated to a

CRO but the accountability remains with AstraZefiegf

site and adherence to requirements of 21 CFR 312.120, IC} nes, the IRB/IEC,
European Regulation 536/2014 for clinical studies (if applicable ropean Medical
Device Regulation 2017/745 for clinical device research (if appl

i¢abl€)Nand all other
applicable local regulations.
A2 Regulatory Reporting Requirements for SAEs O/

e  Prompt notification by Investigator to the sponsor of a SAE is essential so tha
obligations and ethical responsibilities towards the safety of participants and the s@f
a study intervention under clinical investigation are met.

e AstraZeneca has a legal responsibility to notify both the local regulatory authority and O/

e Investigator will be responsible for providing oversi f the :! duct of the study at the

other regulatory agencies about the safety of a study intervention under clinical
investigation. AstraZeneca will comply with country-specific regulatory requirements
relating to safety reporting to the regulatory authority, Institutional Review Boards
(IRB)/Independent Ethics Committees (IEC), and Investigators.
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e For all studies except those utilizing medical devices, Investigator safety reports must be
prepared for suspected unexpected serious adverse reactions (SUSAR) according to local
regulatory requirements and sponsor policy and forwarded to Investigators as necessary.

— Adherence to European Medical Device Regulation 2017/745 for clinical device
research (if applicable), and all other applicable local regulations

An Investigator who receives an Investigator safety report describing a SAE or other
cific safety information (e.g., summary or listing of SAEs) from the sponsor will

%md then file it along with the [Investigator’s Brochure or state other documents]
wi

a ify the IRB/IEC, if appropriate according to local requirements.
Regulato @ting Requirements for Serious Breaches
Prompt notificati estigator to AstraZeneca of any (potential) serious breach of the
protocol or regula 'i?ﬂal so that legal and ethical obligations are met.

e A ‘serious breach’ each likely to affect to a significant degree the safety and

rights of a participant ofth fability and robustness of the data generated in the clinical

study.
If any (potential) serious breach occ@ourse of the study, investigators or other site

personnel will inform the appropriate”Ast eca representatives immediately after he or she
becomes aware of it.

In certain regions/countries, AstraZeneca has a

regulatory authority and other regulatory agencie (ﬁl breaches.

sibility to notify both the local
D

e AstraZeneca will comply with country-specific regv@ requirements relating to
serious breach reporting to the regulatory authority, IRB/IEC investigators.

Investigator should have a process in place to ensure that:

L 4
e The site staff or service providers delegated by Investigator/insti( able to identify
the occurrence of a (potential) serious breach

e A (potential) serious breach is promptly reported to AstraZeneca or del@ ,
through the contacts (email address or telephone number) provided by Astr, @
A3 Financial Disclosure @
Investigators and sub-Investigators will provide the sponsor with sufficient, accurate findfci
information as requested to allow the sponsor to submit complete and accurate financial /
certification or disclosure statements to the appropriate regulatory authorities. Investigators

are responsible for providing information on financial interests during the course of the study @
and for 1 year after completion of the study.
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A4 Informed Consent Process

e Investigator or his/her representative will explain the nature of the study to the participant
or his/her legally authorized representative and answer all questions regarding the study.

@ e Participants must be informed that their participation is voluntary and they are free to
efuse to participate and may withdraw their consent at any time and for any reason
ring the study. Participants will be required to sign a statement of informed consent that
ets the requirements of 21 CFR 50, local regulations, ICH guidelines, Health Insurance
@ity nd Accountability Act (HIPAA) requirements, where applicable, and the
I E

study centre.

e The cord must include a statement that written informed consent was obtained
before th i was enrolled in the study and the date the written consent was
obtained. Th rized person obtaining the informed consent must also sign the ICF.

e Participants must be nsented to the most current version of the ICF(s) during their

participation in the

e A copy of the ICF(s) m@ vided to the participant or the participant’s legally
authorized representative.

Participants who are rescreened are rgqu sign anew ICF.

AS Data Protection

e Participants will be assigned a unique 1den sponsor. Any participant records or
datasets that are transferred to the sponsor w111 the identifier only; participant
names or any information which would make the Ppa 01p t identifiable will not be
transferred.

e  The participant must be informed that his/her personal stud @ dgta will be used by
the sponsor in accordance with local data protection law. Thealg disclosure and use
of their data must also be explained to the participant in the info

sent
e  The participant must be informed that his/her medical records may@ ed by
Clinical Quality Assurance auditors or other authorized personnel appointe e

sponsor, by appropriate IRB/IEC members, and by inspectors from regulat @rities.

A6 Committees Structure

throughout the study and make recommendations to the Sponsor regarding further conduct
the study. The DSMB will be provided with data that are summarized by treatment group
using masked treatment group labels (e.g., A and B). After reviewing the data by masked
treatment group, the DSMB may choose to unblind the treatment groups for additional review.
The DSMB may also ask for unblinded efficacy data, if during the performance of a

An independent DSMB will perform evaluations of safety data at specified regular inte%
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benefit/risk assessment the Board feels there is a potential safety issue or concern. The DSMB
will not routinely review efficacy data (blinded or unblinded).

At any time during the study, as well as on an ad hoc basis, the DSMB will also review any
safety data assessed by the study physician as medically relevant. Additional information,
ing frequency of DSMB review, can be found in the DSMB charter.

vent(s) occur that, in the opinion of the DSMB, contraindicates further dosing of
a atients, the Sponsor will conduct a prompt cumulative review of safety data and
the cif€um es of the event in question to determine whether dosing and study
randomis uld be stopped, whether the protocol will be modified, or whether the study
will be disco@d permanently. Review by the DSMB and Sponsor decision to resume
(with or witho @ gltions) is required for resumption of the study in the event the study
is interrupted. Whessg p%, the regulatory authorities and Institutional Review

Board/Independent Ethic mittee (IRBs/IECs) will be notified of any actions taken with
the study.

Study Data

A7 Dissemination O/Cl?nicﬁtudy Data Dissemination of Clinical

A description of this clinical study will be lable on

http://astrazenecagrouptrials.pharmacm.co htfp://www.clinicaltrials.gov as will the
summary of the study results when they are ava @ Thé clinical study and/or summary of
study results may also be available on other websites g€carding to the regulations of the
countries in which the study is conducted. O

A8 Data Quality Assurance

e All participant data relating to the study will be recorded on lgss transmitted to
the sponsor or designee electronically (e.g., laboratory data, elec& pus Assessment
Suite [eLAS]). Investigator is responsible for verifying that data entgi ccurate and

correct by electronically signing the eCRF. /
e Investigator must maintain accurate documentation (source data) that supp
information entered in the eCRF.

e Investigator must permit study-related monitoring, audits, IRB/IEC review, and
regulatory agency inspections and provide direct access to source data documents. O

Quality tolerance limits (QTLs) will be predefined in the separate study document to identify
systematic issues that can impact participant safety and/or reliability of study results. These
predefined parameters will be monitored during the study, and important deviations from the
QTLs and remedial actions taken will be summarised in the CSR.
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e Monitoring details describing strategy (e.g., risk-based initiatives in operations and
quality such as Risk Management and Mitigation Strategies and Analytical Risk-Based
Monitoring), methods, responsibilities and requirements, including handling of
noncompliance issues and monitoring techniques (central, remote, or on-site monitoring)
are provided in the Monitoring Plan.

a The sponsor or designee is responsible for the data management of this study including

lity checking of the data.
o nsor assumes accountability for actions delegated to other individuals (e.g.,
ntr search Organizations).

o Stud}f s will perform ongoing source data verification to confirm that data entered

into the uthorized site personnel are accurate, complete, and verifiable from
source docu at the safety and rights of participants are being protected; and that
the study is befig con in accordance with the currently approved protocol and any
other study agreemenpfs, GCP, and all applicable regulatory requirements.

e Records and documen ing signed ICFs, pertaining to the conduct of this study
must be retained by Investig@itor for 23 years after study completion unless local

a longer retention period. No records may be
out the written approval of the sponsor. No

regulations or institutional policie
destroyed during the retention péfio
records may be transferred to another logation or party without written notification to the

Sponsor.

A9 Source Documents / ¢

e  Source documents provide evidence for the existJ e participant and substantiate
the integrity of the data collected. Source document 1led atglnvestigator’s site.

e Data entered in the eCRF that are transcribed from source g s must be consistent

with the source documents or the discrepancies must be explaingg %stigator may need
to request previous medical records or transfer records, dependinx study. Also,
current medical records must be available.

nf

i0on in
ations,
f the

e Definitions of what constitutes source data can be found in GCP, i.e., all'i
original records and certified copies of original records of clinical findings,
or other activities in a clinical trial necessary for the reconstruction and evalud
trial. Source data are contained in source documents (original records or certified

A 10 Study and Site Start and Closure

The study start date is the date on which the clinical study will be open for recruitment of /
participants. @

The first act of recruitment is the first site open and will be the study start date.

146 (193)



Q

Clinical Study Protocol

Drug Substance Anifrolumab (MEDI546)
Study Code D3468C00003

Version 4.0

Date 19 May 2025

The sponsor designee reserves the right to close the study site or terminate the study at any
time for any reason at the sole discretion of the sponsor. Study sites will be closed upon study
completion. A study site is considered closed when all required documents and study supplies
have been collected and a study-site closure visit has been performed.

ient notice is given in advance of the intended termination.

gtigator may initiate study-site closure at any time, provided there is reasonable cause and

limited to

Reas Oearly closure of a study site by the sponsor or Investigator may include but are not

e Failu€o stigator to comply with the protocol, the requirements of the IRB/IEC or
local health'afithorities, the sponsor's procedures, or GCP guidelines.

e Inadequate r ent of participants by Investigator.

e Discontinuation of E:thudy intervention development.

If the study is prematur K@ated or suspended, the sponsor shall promptly inform
Investigators, the IECs/I latory authorities, and any contract research
organization(s) used in the studﬁe reggon for termination or suspension, as specified by

gator shall promptly inform the participant and
d/or follow-up.

the applicable regulatory requirement

should assure appropriate participant therapy

Participants from terminated sites will hav nity to be transferred to another site to
continue the study.

.
All Publication Policy /

meetings. If this is
0 gle sponsor before
ation and to provide

foreseen, Investigator agrees to submit all manuscripts or

e  The results of this study may be published or presentc@at scig :E!
submission. This allows the sponsor to protect proprietary infom

accordance with standard editorial and ethical practice, the sponsor willige support

comments.
e  The sponsor will comply with the requirements for publication of s ,@?\
e

publication of multicentre studies only in their entirety and not as individu. In
this case, a coordinating Investigator will be designated by mutual agreement.

e  Authorship will be determined by mutual agreement and in line with Intemational&:

Committee of Medical Journal Editors authorship requirements.
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Appendix B International Airline Transportation Association (IATA) 6.2
Guidance Document

@ B1 Labelling and Shipment of Biohazard Samples

egories. For transport purposes the classification of infectious substances according to risk
was removed from the Dangerous Goods Regulations (DGR) in the 46th edition
ctious substances are now classified either as Category A, Category B or Exempt.
There(is no*dig€ct relationship between Risk Groups and categories A and B.

y\aﬁonal Airline Transportation Association (IATA) classifies biohazardous agents into 3

Category ious Substances are infectious substances in a form that, when exposure to
it occurs, is € sing permanent disability, life-threatening or fatal disease in
otherwise health ns or animals. Category A pathogens are e.g., Ebola, Lassa fever virus:

e are to be packed andfshi in accordance with IATA Instruction 602.

Category B Infectious Su re infectious Substances that do not meet the criteria for
inclusion in Category A. Categafy B pathggens are e.g., Hepatitis A, B, C, D, and E viruses,
Human immunodeficiency virus (HI and 2. They are assigned the following UN

number and proper shipping name:

e UN 3373 — Biological Substance, Cate@
IATA 650

e are to be packed in accordance with UN33

Exempt - all other materials with minimal risk of cc%athogens

e  Clinical trial samples will fall into Category B or ex

undey®ATA regulations
e  Clinical trial samples will routinely be packed and transpog @ bignt temperature in
IATA 650 compliant packaging

e Biological samples transported in dry ice require additional dang(@ods specification
for the dry-ice content

e JATA compliant courier and packaging materials should be used for pa@%

transportation and packing should be done by an IATA certified person, as

containment materials at all times. The IATA 650 biological sample containment

require that they are also packed and transported in a safe and appropriate way to centai
any risk of infection or contamination by using approved couriers and packaging / :
standards are encouraged wherever possible when road or rail transport is used. @
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Appendix C Actions Required in Cases of Increases in Liver Biochemistry
and Evaluation of Hy’s Law

ort Potential Hy’s Law (PHL) cases and Hy’s Law (HL) cases. It is not intended to be a
ensive guide to the management of elevated liver biochemistries.

During the Investigator will remain vigilant for increases in liver biochemistry.
Investi S onsible for determining whether a participant meets PHL criteria at any

dy.

Cl1 Introduction
%Appendix describes the process to be followed in order to identify and appropriately

point duri

All sources of laata are appropriate for the determination of PHL and HL events;
this includes samplé ta‘l%heduled study visits and other visits including central and all
S8

local laboratory evaluati ey if collected outside of the study visits; for example, PHL
criteria could be met by an LT from a central laboratory and/or elevated TBL from
a local laboratory.

Investigator will also review Advers ta (for example, for AEs that may indicate

elevations in liver biochemistry) for possib@ events.

Investigator participates, together with AstraZen nical project representatives, in review
and assessment of cases meeting PHL criteria to jﬁer Hy’s Law (HL) criteria are
met. HL criteria are met if there is no alternative ex 10n for the elevations in liver
biochemistry other than Drug Induced Liver Injury (D @Cd by the Investigational
medicinal product (IMP).

Adverse Events (AE) and Serious Adverse Events (SAE) according t come of the
review and assessment in line with standard safety reporting processes.

C2 Definitions O/

Investigator is responsible for recording data pertaining to PHL ?ﬁld for reporting

Potential Hy’s Law (PHL)

Normal (ULN) together with Total Bilirubin (TBL) > 2xULN at any point during the study
following the start of study medication irrespective of an increase in Alkaline Phosphatase @

Aspartate Aminotransferase (AST) or Alanine Aminotransferase (ALT) > 3xUpper Lim@:

(ALP).
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Hy’s Law (HL)

AST or ALT > 3xULN together with TBL > 2xLLN, where no other reason, other than the IMP,
can be found to explain the combination of increases, e.g., elevated ALP indicating
cholestasis, viral hepatitis, another drug.

@HL and HL the elevation in transaminases must precede or be coincident with (i.e. on the

y) the elevation in TBL, but there is no specified timeframe within which the

€ G‘ transaminases and TBL must occur.
C3

‘ tification of Potential Hy’s Law Cases

laboratory data fg participant who meets any of the following identification criteria in
isolation or in combthation:;

e ALT>3xULN O

e AST>3xULN

e TBL >2xULN A

Central Laboratories Being Used:

In order to i f PHL it is important to perform a comprehensive review of

When a participant meets any of the PHL 1 1cdfion criteria, in isolation or in combination,
the central laboratory will immediately send an€ egtigator (also sent to AstraZeneca

representative). /

Investigator will also remain vigilant for any local laborato ports,where the PHL
identification criteria are met, where this is the case Investigator

L 4
e Notify the AstraZeneca representative /
e Request a repeat of the test (new blood draw) by the central laborat

@hout delay
e Complete the appropriate unscheduled laboratory CRF module(s) wi @i local
laboratory test result
nor

e Determine whether the participant meets PHL criteria (see Definitions within this

Appendix for definition) by reviewing laboratory reports from all previous visits : ﬁ

When the identification criteria are met from central or local laboratory results
will without delay:

(including both central and local laboratory results)

Local Laboratories Being Used:
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Investigator will without delay review each new laboratory report and, if the identification
criteria are met, will:

o Notify the AstraZeneca representative

@ e Determine whether the participant meets potential Hy’s Law criteria (see Appendix C2 for
efinition) by reviewing laboratory reports from all previous visits.

c ptly enter the laboratory data into the laboratory eCRF
Q\Tollow-up

w Criteria not met

meet PHL criteria Investigator will:

e Inform the Astr:

er;%esentative that the participant has not met PHL criteria.
e Perform follow-up odf’s ent laboratory results according to the guidance provided in
the Clinical Study Prot

Potential Hy’s Law Criteria rf :
If the participant does meet PHL critéfia tigator will:

e Determine whether potential Hy’s Law'gri iﬁere met at any study visit prior to starting
t

study intervention (see Appendix C6)
<

e Notify the AstraZeneca representative who wi {/ﬂorm the central Study Team
e Within 1 day of PHL criteria being met, Investigator @port the case as an SAE of

Potential Hy’s Law; serious criteria ‘Important medi vent’ causality assessment
‘yes/related’ according to CSP process for SAE reporting.

e For participants who met potential Hy’s Law criteria prior to XMP, Investigator 1s
not required to submit a potential Hy’s Law SAE unless there is

nt change# in
the participant’s condition.

e The Study Clinical Lead contacts Investigator, to provide guidance, disc@ss andfagree an

approach for the study participants’ follow-up (including any further labora ing)
and the continuous review of data
e Subsequent to this contact Investigator will: 0

- Monitor the participant until liver biochemistry parameters and appropriate clinico
symptoms and signs return to normal or baseline levels, or as long as medically /

indicated. Completes follow-up SAE Form as required.
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- Investigate the etiology of the event and perform diagnostic investigations as
discussed with the Study Clinical Lead. This includes deciding which the tests
available in the Hy’s law lab kit should be used.

@ - Complete the three Liver CRF Modules as information becomes available
y Review and Assessment of Potential Hy’s Law Cases

@tructions in this Section should be followed for all cases where PHL criteria are met.
S

A @os ible after the biochemistry abnormality was initially detected, the Study
Physi %ﬁts Investigator in order to review available data and agree on whether there is
an alternafive V!g anation for meeting PHL criteria other than DILI caused by the IMP, to

ensure timelyhanalysmsyand reporting to health authorities within 15 calendar days from date
PHL criteria was e AstraZeneca Global Clinical Lead or equivalent and and Global

sowrolved in this review together with other participant matter

Safety Physician will al
experts as appropriate.

According to the outcome o w and assessment, Investigator will follow the
instructions below.

determination of whether the alternative e is an AE will be made and subsequently

Where there is an agreed alternative explapation for the ALT or AST and TBL elevations, a
17
whether the AE meets the criteria for a SAE:

¢
e If'the alternative explanation is not an AE, recor; Iternative explanation on the

appropriate eCRF

ubmitted Potential
oh (reassessing event

e If'the alternative explanation is an AE/SAE: update th&Brevio
Hy’s Law SAE and AE eCRFs accordingly with the new i
term; causality and seriousness criteria) following the Astra

anard processes.
If it is agreed that there is no explanation that would explain the ALT: nd TBL
elevations other than the IMP:

Processes.

e Send updated SAE (report term ‘Hy’s Law’) according to AstraZeneca %

e The ‘Medically Important’ serious criterion should be used if no other serious crit@
apply

e As there is no alternative explanation for the HL case, a causality assessment of ‘relateg/

should be assigned.
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If, there is an unavoidable delay, of over 15 calendar days in obtaining the information
necessary to assess whether or not the case meets the criteria for HL, then it is assumed that
there is no alternative explanation until such time as an informed decision can be made:

e Provides any further update to the previously submitted SAE of Potential Hy’s Law,
eport term now ‘Hy’s Law case’) ensuring causality assessment is related to IMP and
iousness criteria is medically important, according to CSP process for SAE reporting.

tinue follow-up and review according to agreed plan. Once the necessary
ementary information is obtained, repeat the review and assessment to determine
criteria are still met. Update the previously submitted PHL SAE report

Co Laboratmﬁs

The list below represents t d, comprehensive list of follow-up tests which are
recommended but not mandatogy” Any testresults need to be recorded.

Hy’s Law Lab Kit for Central Labgra

Additional standard chemistry and G
coagulation tests L

Viral hepatitis IgM anti-

HBsAg /
IgM and IgG an i—@
HBV DNA*®

IgG anti-HCV

HCV RNA®

IgM anti-HEV

HEV RNA

Other viral infections IgM & IgG anti-CMV

IgM & IgG anti-HSV
IgM & IgG anti-EBV Q
Alcoholic hepatitis Carbohydrate deficient transferrin (CD-tra ) ¢

Autoimmune hepatitis Antinuclear antibody (ANA)
Anti-Liver/Kidney Microsomal Ab (Anti-LKM)

Anti-Smooth Muscle Ab (ASMA)
Metabolic diseases alpha-1-antitrypsin :

Ceruloplasmin
Iron

Ferritin
Transferrin saturation

“HBV DNA is only recommended when IgG anti-HBc is positive

"HCV RNA is only recommended when IgG anti-HCV is positive or inconclusive

°CD-transferrin and Transferrin are not available in China.
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Appendix D American College of Rheumatology Criteria for Systemic
Lupus Erythematosus Classification

1997 Update of the 1982 American College of Rheumatology Revised Criteria for Classification of
Systemic Lupus Erythematosus

Definition
argash Fixed erythema, flat or raised, over the malar eminences, sparing the nasolabial
folds
Discoid ras Erythematous, raised patches with adherent keratotic scaling and follicular

plugging: atrophic scarring may occur in older lesions

Photosensitiv‘ ;

kin rash as a result of unusual reaction to sunlight, by patient history or
physician observation

Oral ulcers

Nonerosive arthritis

Oral or'nasopharyngeal ulceration, usually painless, observed by a physician

I 2 or more peripheral joints, characterized by tenderness, swelling, or
e

Pleuritis or pericarditis

OR

b. Pericarditis — docu d ectrocardiogram or rub or evidence of
pericardial effusion

*

Renal disorder

a. Persistent proteinuria > 0.5 ggdpegay or > 3+ if quantitation not performed

OR

b. Cellular casts--may be red cell, hemoglobin 4 tubular, or mixed

Neurologic disorder

a. Seizures--in the absence of offending drugs '@ metabolic derangement,
e.g., uremia, ketoacidosis, or electrolyte imbalanc

or R),
b. Psychosis--in the absence of offending drugs or known mQ/

derangement, e.g., uremia, ketoacidosis, or electrolyte imbalagce

Hematologic disorder

a. Hemolytic anemia with reticulocytosis

OR

b. Leukopenia--< 4,000/mm? on > 2 occasions ﬁ
: ®
¢. Lymphopenia--< 1,500/mm? on > 2 occasions
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1997 Update of the 1982 American College of Rheumatology Revised Criteria for Classification of
Systemic Lupus Erythematosus

Item

Definition

OR

d. Thrombocytopenia--< 100,000/mm? in the absence of offending drugs

logic disorder

Q
Q

a. Anti-DNA: antibody to native DNA in abnormal titer
OR
b. Anti-Sm: presence of antibody to Sm nuclear antigen
OR

c. Positive finding of antiphospholipid antibodies based on: 1) an abnormal

ﬂm level of IgG or IgM anticardiolipin antibodies; 2) a positive test result

upus anticoagulant using a standard method; or 3) a false-positive test
@for at least 6 months and confirmed by Treponema pallidum

Positive antinuclear
antibody

iE’ ation or fluorescent treponemal antibody absorption test.
An ab al titer ofjantinuclear antibody by immunofluorescence or an

equivalent assay <@ oint in time in the absence of drug.
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Appendix E Systemic Lupus Erythematosus Disease Activity Index 2000

These are for information purposes and representation only and serve as an example to be
used in the study.

SLEDAIZK Index
Must be prazent at the time of vzl or In the praceding 30 days and SLE-Related to be chackad|

Definiions
Crascriptor E descriptor ke checked a8 present, pleass check appropriate condition]s) in definition
ndior specily In the space provided.

Serure | FUESEntonget (l3st 30 days). Exclude metabols, Infecious o drug cauzes. Specily If chacked:

ANered abiltty ta function In narmal aciivity due ta zevere gistuibancs in the percepton of

O reaiity. Inciuse: = halucinatians, = INCoRerents, = marked I0ose ass0Clamans, o Impawerishad
5 thought conbent, = marked Negical MInking, and = DIzarre, Aisarganized, of catatonic behavior.
uremia and drug causes.
gzl funchon with = impained orientaton, memory of Jmer Inelsciual funeman (with
et and fluciuating elinical teabures], = Mabilly to sustain stention o environment, and at
£ i@ folowing: = perceptual distwbance, o Incoherent speech, = Insamnla of dayime
- | organks Bralm | 4 9= perEg P ! d
Bynarome | - \noroden or decrogged psychomator actiify. Exciude metabollc, Wfectious of drug
CAUBES.
O Retinal changek of SLES g2 = gyiald bodles, = refingl hemaorrhages, = semus exudate or
. Wisual hern_-:lrrrl.agea In thie charoldg@nd = aptic neurils. Exclude hyperienshon, Imfecton, or drg
= Cisturbance | CAUSES.
Mew ansel of = GENSary or = i Invalvirng cranial nerves.
- U Cranial Merse
- Dilsarder
Fevere, persisient neadache. May be must be nonresponshve io narcotic
O analgesta. [Must have been sewere enaugh t lurninar puncture andior MR or head CT,
g —Upue perhaps hosphalization, and |s thowght to b2 acte | .1 &pecify if checked:
. Headache ’
O Mew ansel of cerebrovascular accidentis) (CWA). Exclu gls. Specily If checked:
& SR
] = Ulcerafion, = gangrene, = tender finger nodules, = pEOUNGUELIN . remarrhages,
or
ok
g WagcUlis | - plapsy or o anglogram proaf of vascultls. /

%,
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SCREENING SLEDAI 2K Index

Must be present at the time of visit or in the preceding 30 days and SLE-Related to be checked!

l= 2 joints with pain and signs of inflammation (o tenderness, o swelling or o effusion).

4 D Arthritis Complete Joint Count)
|:| Proxirmal muscle achingiweakness associated with o elevated creatine phosphokinase
Myositis (CK)aldolase or o EMG changes or o a biopsy showing myositis.

|:| Urinary Casts

Heme-granular or red blood cell casts. NOT granular casts. (See labs)

Hematuria

=5 RBC/high power field. Exclude stone, infection, or other cause. (See labs)

oteinuria =0.5 gm/24-hour equivalent. (See labs)
yuria = WEBC/high power field. Exclude infection. (See labs)
|:| Inflammatory-type rash. Specify on BILAG Worksheet Diagram and complete CLASI if
checked:
|:| Abnormal, = patchy or o diffuse loss of hair. (Complete CLASI if checked.)
2 Alop
] Mucosal al or o onasal ulcerations. (Complete CLASI if checked.)
2 Ulcers
O i est pain with o pleural rub or o effusion, or o pleural thickening. MUST be
2 Pleurisy [ ed with objective finding.
[] |Pericarditis Pericardial east one (1) of the following: o rub or o effusion, oroc ECGoro
2 pechocarg ati
) O Low Decrease in CH50, T3 as C4 below the lower limit of normal for testing laboratory. (See labs)
Complement
2 |:| Increased Above normal ran oratory. (See labs)
DNA Binding
1 O Fever =38°C (100.4F). Exclude in
1 |:| [Thrombeocytopenia =100,000 platelats £ x10%L, exclud . (SLEDAI definition/units)
=100,000 platelets/ul (= 100 x10%L) - n to conventional (Covance) units for site
1 |:| Leukopenia =3,000 white blood cells / x10%L, exclude Grug causes DAl definifionfunits)
=3,000 white blood cellsfuL (= 3 x108/L) -Conversig tional {Covance) units for site
TOTAL SCORE (5um of all of weights next to descriptors marked present) L 4

INVESTIGATOR SIGNATURE: DATE: __ __

CDf MM
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Appendix F  British Isles Lupus Assessment Group-2004

These are for information purposes and representation only and serve as an example to be

used in the study.

ILIAG-2004 INDEX  Cenire:

Date:

Initials/Hosp No:

# Omly record manifestations/itemns due to SLE Dizease Activity
essment refers to manifestations ocourring in the last 4 weeks (compared with the previous 4 weeks)

BE USED WITH THE GLOSSARY
rd, Not Done
Mot present

e (where indicated)
his is dme to SLE activity (Yes/Na)

g
E

E
3
BE
o1
n;
=)

MUCOCUTANEOQUS

5. Skin eTuption - seVere

6. 5kin emoption - mild

7. Angio-oedems - severe

8. Angio-cedems - mild

&, Mucosal ulceration - savere {

1. Mucosal nlceration - mild {

11. Pannicunlitis/Bullous hapus - severs {

12. Panniculitis/Bullous lnpus - mild [

13. Major cotaneons vasculitis/thrombosis {
(
(
(
(
(

St et

14. Diigital infarcts or nodular vasculits
15. Alopecia - severs

16. Alopedia - mild

17. Peri-ungual erythema/chilblains

18. Splinter haemorrhages

NEUROPSYCHIATRIC
1% Aseptic meningitis

20. Cerebral vasculitis

1.
2.3
3.
24,
25.

L L

26. Mononeuropathy (single/muitiplex) Y’
27. Cranial nenropathy ik -

28. Plexopathy iy
29, Polyneuropathy

30. Seizure disorder al
31. Stams epilepticus . N
32. Cerebrovascular Ii.lsEﬂ!Q (m‘t due to vasculitis)

33. Cognitive d}!’ﬁm:gan

36. Cerebellsr ataxia {izolated)
37. Luopus headache - severs unremitting
38. Headache from IC hypertension

e lalalatlalar Talalalalale)

MUSCULOSKET.ETAL

30 Myositis - severe

40. Myositis - mild

41. Arthritis ( severe)

42 Arthritis (moderate) Tendonitis/ Tenosynovitis
43, Arthritis (mild) ArthralgiaMdyalgia

Weight (kg):
African ancesiry: YewNo

et lale]
[

Sernm urea (mmolT):
Serum albumin {g/T):

Revision: 1/5ap/2009

CARDIORESPIRATORY

44. Myocarditis - mild

45 Myocarditis/Endocarditis + Cardiac failure
4§. Arrhythmia

47. Mew valvular dysfunction

438 Pleurisy/Penicarditis

49 Cardiac tamponade

50. Pleurzl effusion with dyspooes

51. Pulmonary haemorrhagerasculitis

52. Imterstitial abreolitis/‘ponewmonits

53. Shrinking himg syndrome

54 Aoprritis o
55. Coronary vasculitis b

.

GASTROINTESTIMAL
56. Lupus penitonitis r
57. Abdominal serositis or ascites 1
58. Lupus enteritis/'colitis 'f;\__
59. Malshsarption S
60. Protein losing enteropathy

61 Intestinal psazd.o—nhﬂmcmn

62. Lupus hepagitis ~ r"-

63, Acute ll.lptu!-c\].mkcysh'ﬁs

64. Acute Jupus papcreatitis

e lalalalelalalelal

T6. Opfic neuritis
77. Anterior ischsemic opij

slalalalalalalalalalalale)

RENAL

78. Systolic blood pressure )
79 Diastolic bloed pressure {mm H; {
20. Accelerated hypertension 4 {

(

81. Urine dipstick protein  (+=1,

£2. Urine albumin-creatinine ratio

83. Urine protein-cTeatinine ratio

£4. 24 hour urine protein (g) % {

85. Nephrotic syndrome Yes

84, Crestinine (plasma/serm]) umel/l
87. GFR. {calculated) mlfmin/l. 73 m® {
28, Active uripary sediment YesMo (
89 Acrive nephritis Yes/No
HAFMATOLOGICAL

90. Haemoglobin (g/dl) value
01. Total white cell count (x 10°%T) value
02. Newtrophils (x 101 value
93. Lymphocytes (x 10°.1) value
04, Platelets (x 10%1) value
95 TTP {
94. Evidence of active haemolysis YesMo (
97. Coombs’ test positive (isolated) YesMe
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Appendix G Physician Global Assessment

These are for information purposes and representation only and serve as an example to be
used in the study.

PHYSICIAN GLOBAL ASSESSMENT (PGA)

None il Moderate Severs
PGA Visual Analogue Scale Measurement = x s (measure to the nearest 1/10 of an inch
L 4
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Appendix H Guidance for Cervical Cancer Testing Results

Guidance for Abnormal Pap Smear Results

adenocarcinoma in situ

Pap Smear Result Abbreviation |Also Known As Suggested Action
1 1ls—
ed s.quam.ous. ST 1Asc-us — Permitted to enter study
rmined significance
ASC-H — Permitted to enter study
AGC — Permitted to enter study
Mild dysplasia
SIL i i i i P itted t ter stud
intracpithelial lesion Cerv1ca.l intraepithelial ermitted to enter study
f neoplasia—1 (CIN-1)
High-grad Moderate dysplasia
. & g.ra e.squargous HS vop Permitted to enter study
intraepithelial lesion f CIN-2/CINII
High- CIN III
. '8 g'rade'squar%nous HSIL L Exclude/discontinue participant
intraepithelial lesion C a in situ (CIS)
End ical
ndocetvica AIS — O Exclude/discontinue participant

Guidance for HPV Test Results

4

e

; ed Action

Test Result Interpretation
Negative HPV test High-risk HPV was not found
result

p%ﬁ ol

Positive HPV test result

High-risk HPV was found

Exclude/diQ/ icipant
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Appendix I  Prohibited Medications
Medications to be Discontinued Prior to signing ICF
Medicine Discontinuation | Medicine Discontinuation
prior to signing prior to signing
ICF ICF
acept (CTLA 4 Ig) 24 weeks Leflunomide 36 weeks
6 weeks Lenalidomide 8 weeks
12 weeks Lupuzor (IPP-201101) 12 weeks
Alefacept 12 weeks Memantine 4 weeks
Anakinra 12 weeks Natalizumab 24 weeks
Apremilast ﬁveeks Obinutuzumab* 26 weeks
Atacicept (TACI-Ig)* e ks Ocrelizumab* 26 weeks
B cell depleter* %ﬁ(s Ofatumumab* 26 weeks
Baricitinib 12 wee Plasmapheresis 24 weeks
Belimumab 12 weeks Retinoids 4 weeks
Blisibimod (AMG 623) 8 weeks 26 weeks
BI1655064 (anti-CD40) 12 weeks 12 weeks
BIIB059 (anti-BDCA2) 12 weeks ddy drug 26 weeks
Certolizumab pegol 24 weeks Sirolimus 4 weeks
Cyclophosphamide 12 weeks Tabalumab 26 weeks
Cytokines (e.g., IFN, low dose| =~ Washout Time Telitacicept 12 weeks
IL-2)
Eculizumab 12 weeks Thalidomide
Efalizumab 12 weeks Tocilizumab
Epratuzumab 26 weeks Tofacitinib 4 we
Etanercept 4 weeks Topical Pimecrolimus 4 weeks
Golimumab 12 weeks Tripteryguim wilfordii 4 weeks
(“thunder god vine”)
Iberdomide 12 weeks Ustekinumab 26 weeks
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Immunosuppressants Washout Time VIB4920 (antj_CD4()L) 12 weeks

Infliximab 12 weeks Voclosporin 8 weeks
@ Intravenous Globulin 4 weeks Zanubrutinib 12 weeks

Provided B cell count is above lower limit of normal or has returned to pre-B cell treatment level at
eeni
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Appendix J  Vasculitis Syndromes Excluded from the Study

Participants with a history of current diagnosis of the following vasculitis syndromes are
excluded from participating in the study. Vasculitis due to SLE is allowed in the study.

ehget's Disease
uerger’s Disease
tral Nervous System Vasculitis

g- s Syndrome

Henoch—Sch

Kawasaki Dise‘ag f

Microscopic Polyan ito

Polyarteritis Nodosa /
Polymyalgia Rheumatica A
Takayasu’s Arteritis

Wegener’s Granulomatosis O

Cryo igmia
Giant C iti
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Appendix K Systemic Lupus International Collaborating
Clinics/American College of Rheumatology Damage Index

These are for information purposes and representation only and serve as an example to be
used in the study.
SUCCIACR Damage Index

System Lupus International Collaborating Clinics/American College of Rheumatology
Damage Index for Systemic Lupus Erythematosus

5 oom

Sanires requiring o
Carsbmvasodar accide
Cramal or parpharal na
Transwersa myelits

Renal
Esimatad or maasured gomardar A%
Frotanura =3.5 gm/Z4 hours OR
End-slage renal dssase ragardess af d

Pluai o nary
Pumanary hyperansian {right varfioulr promineance. ar lg
Pumonary brosis physica and radiograph)

Shrinking lung (radiograph)

Plaurd ibmsis (radiograph)

Pumanary intarcdion {radisgraph)

JEY R Y )

Cardiowacuisr

Angna ar comnary artary bypass

Myocamia infancion avar (scora 2 i > 1)

Cardomyopathy (vaniicular dysfundion}

Vakuar dissass (dasiolic. mummur, ar Sysidic mumur > 306
Padcard¥s far 8 man®hs, ar ﬂ&f\ﬁrﬂleﬁ}ﬂ'ﬁ.‘

{2}

Y RS Y )

Perpharal vascuiar

Claudication for 8 rmanths

Minor Sssua l0ss pulp space)

Signifcart Sssue loss ever jag loss of digh or limbjiscare 2 if = 1 site)
Vanous Frombosis wih swaling. Wosmion, ar YWInNous Stss

L

Gastrointes tinal
Infarciian or meadiion af bowel below dusdenum. spiean. liver, ar gal badder ever. for ciuss mny ¢
Masenenc insuficancy

Chmnic parifanifs

Stricum or upper gasiminmasiinal traa sungary aver

Musculos iolam !

Musde sropny oF weakness

Daforming o erosiwgarfiiis ndudng reducbie defomifes. axduding avascuar necoss
Dstaopomss wih raciura or vafaora collapsa (anciuding avascu|ar neoross)

Avasouar nacross Eoonas 2 if> 1)

Cstaomyaiits

Skin
Secamng chronic algpeca
Extansive sCaming or panniculum ather than scalp and pulp Space

Skin uhearalon {(exduding thrombosis) for = G monhs 1

Framatire gonaoal feil e 1 /
Diabotos (regardivss of trestment) 1

Mialignancy [acchide dysplasia) fseors 20> 1 sie) 12}

Fram tha Smiemc Lupus infenasiona CodEboaaing Clinics SUCT) and $e Amadcan Colegs of Rhesumatalogy Diagnossc avd Therapsudc
Criseria Commises, 1998
Gladman B Girdar E, Saldsmish © ata SUCCACRE damags index for SLE Ashd®e Rheam 1998 35031383
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Appendix . Cutaneous Lupus Erythematosus Disease Area and Severity
Index (CLASI)

These are for information purposes and representation only and serve as an example to be
used in the study.

neous LE Disease Area and Severity Index (CLASI)

t the in each ical location that describes the most severely affected cuta lup iated &
activity damage
. p—— Scamring' A . i
on Erythema Hypertrophy Dyspigmantation ass atomical Location

O-absent

1-pink; faint enythema | O-absent; O-abeent,

2. ruck; - —— 1-dyspigmentaton

ceous/ hypertrophic tis o
hemorrhagic
Scalp Sea balow Scap
Ears Ears
Nose (Incd. malar area) Nose {Incl, malar area)
Rest of the face Rest of the face
V.area neck (frontal) V-area neck (frantal)
Posl Neck &or shoulders Post. Neck d/or shoulders
Chast Chest
Abdamen Abdomen
Back, buttocks Back, buttocks
Arms Armres
Hands Hands
Legs Leg=
Foat Feeot
Mucous mem gmentation
WReodBo ration of dyspigmentation after active lesions have resolved
Mucous membrane = - ot by patient — tick SODFOD e box)
usually kssts less than 12 months (dyspigmeniason
Hesion or ulceralion EDiagdiatgy usually lasts at least 12 months (dyspigmentation
romees /\ O

Recant Hair loss
within the last 30 i /NB:ifscarring ’ 1 arring aspects seem
:J‘;- to coexist in og S se score both

Divide the scalp nlo four guadrants 8s shown. The dividing line belween right and lefl is the midline. Th
i !e line connecting the highest points of the ear kbe. A quadrant is considerad affected if there is a |

Al { y not y ) g of he scalp b
0- absent
O-absent -
1.diffuse: non-inflammatory :‘_ ::"‘ quadrant
2-ocal or patchy In ane quadrant; -4 ‘m.::‘“"l mm
$Ev0u! o putciy b Scre fies: Gae st 6- affects the whole skull
Total Activity Score Total Damage Score
(For the activity score please add up the sooeres (For the damage score, please add wp the scores
of the ket side i.e. for Erythema, Scale/Hypertrophy, of the right sade, i for Dyspigmentation,
M b " and Al i carving Alrophy/Prasiculitis and S N
of e Scalp)

Figure 1. The G Lupus Eryth (LE) Dizeasa Area and Savarity Indax 1t Postindicates posterior; incl, includss.
studly reflected a broad group of patients with CLE in terms of tients, with Fitzpatrick skin type V or VI, and at least 3 ents
dklxty'pe,skinty[z.md!h:npyl?!romﬂmtdl&rm:khty[n, wthﬁzpltrickshntypel,l?,];'m.Amqmindusimc;’T;rbn ’

we decided to have at least 3 patients, but not more than 7 pa- was a biopsy-proven CLE, with or without systemic involve-

—————————————————————————r I cccceeeeee——————————
(REPRINTED) ARCH DERMATOL/VOL 144 (NO. 2), FEllm WWW.ARCHDERMATOL COM
74
Downloaded from www.archdermatol com on September 3, 2009
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Appendix M Changes Related to Mitigation of Study Disruptions Due to
Cases of Civil Crisis, Natural Disaster, or Public Health Crisis

Note: Changes below should be implemented only during study disruptions due to any of or a

combination of civil crisis, natural disaster, or public health crisis (e.g., during quarantines and
ing site closures, regional travel restrictions and considerations if site personnel or study
ipants become infected with SARS-CoV-2 or similar pandemic infection) during which
ipants may not wish to or may be unable to visit the study site for study visits. These

ch uld only be implemented if allowable by local/regional guidelines and following

agree\m the Sponsor.

M1 l@&tof Study Participants During Study Interruptions
ons

During study inte , it may not be possible for the participants to complete study visits
and assessments on site a ternative means for carrying out the visits and assessments may
be necessary, e.g., remo V@(econsent should be obtained for the alternative means of
carrying out visits and asseSsmefitsfand should be obtained prior to performing the procedures
described in the Section 4. Locér? regignal regulations and/or guidelines regarding
reconsent of study participants shoulm«:d and followed. Reconsent may be verbal if

allowed by local and regional guidelines in the case of verbal reconsent the ICF should
vg t?

be signed at the participant’s next contact wi study site). Visiting the study sites for the
sole purpose of obtaining reconsent should é
M2 Rescreening of Participants to X rm Study Eligibility

Additional rescreening for screen failure due to study i@n can be performed in
1

previously screened participants. Investigator should con this he AstraZeneca Study
Physician. *

In addition, during study disruption there may be a delay between co mg eligibility of a
participant and either enrollment into the study or commencing of dosi ith study
intervention.

If this delay is outside the Screening window specified in Table 1, the participa i ed to
be rescreened to reconfirm eligibility before commencing study procedures. This ide

another opportunity to rescreen a participant in addition to that detailed in Section 4.2.
procedures detailed in Sections 3.1 and 3.2 must be undertaken to confirm eligibility ust
same randomisation number as for the participant.

M3 Home or Remote Visit to Replace On-site Visit (where applicable) @

A qualified HCP from the study site or TPV service may visit the participants’ home/remote
location as per local standard operating procedures, as applicable.
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Supplies will be provided for a safe and efficient visit. The qualified HCP will be expected to
collect information per the CSP.

M 4 Telemedicine Visit to Replace On-site Visit (Where Applicable)

@ In this appendix, the term telemedicine visit refers to remote contact with the participants
ifig telecommunications technology, including phone calls, virtual or video visits, and

health devices.
il crisis, natural disaster, or public health crisis, on-site visits may be replaced by
a telemedic isit if allowed by local/regional guidelines. Having a telemedicine contact
with the igiPauts will allow AEs, concomitant medication, and efficacy data to be
collected, re

, and documented according to study requirements.
M5 Dam&re uring Telemedicine or Home/Remote Visits
Data collected during te ine or home/remote visits will be captured in the source
documents by the qualifie rom the study site or TPV service, or by the participant.
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Appendix N Oral Corticosteroid Guidance

Table 9 Examples of Equivalent Doses of Oral Prednisone
Ora! Prednisone and Equivalent Dose
Equivalents
Oral Prednisone 7.5 mg 10 mg 20 mg 30 mg 40 mg
mComisone 37.5 mg 50 mg 100 mg 150 mg 200 mg
30 mg 40 mg 80 mg 120 mg 160 mg
prednisolone 6 mg 8 mg 16 mg 24 mg 32 mg
7.5 mg 10 mg 20 mg 30 mg 40 mg
6mg 8 mg 16 mg 24 mg 32 mg
Table 10 f% NExample of OCS Tapering Schedule
Time point V| In ’l Dose of Oral Prednisone or Equivalent
i! 30 mg 20 mg 10 mg*
Day 8 27.5 mg 17.5 mg 10 mg
Day 28 0 mg 25 mg 15 mg 10 mg
Day 42 25 m 20 mg 10 mg 10 mg
Day 56 15 mg 15 mg 10 mg 7.5 mg
Day 70 10 mg 10 mg 7.5 mg <7.5mg
Day 84 7.5 mg 7.5 mg <7.5mg <7.5mg

*

Note: participants on OCS doses equivalen mg prednisone/day may tolerate tapering by 1 mg/day per

7.5 mg/day. The stepwise tapering of OCS dose should
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Appendix O General Guidance for Determination of Major Surgery

The goal of this guidance is to maximize the benefit/risk for each patient entering this study.
An important aspect to this goal is taking into account all relevant history, including recent
surgeries and/or injuries that could influence the safety of the patient potentially being
ysed to an additional immunomodulatory medication or could bias the efficacy endpoints

trial.

dvancement and availability of surgical techniques, major surgery is in the
nt‘Jestigator and his/her evaluation of the following criteria, regardless of the
C

rocedure:
Has the pati tely recovered (mentally, emotionally, and physically) from the
surgery and i eceiving additional medications related to the prior surgery (i.e.,
antibiotics)?

Has the patient com
services such as physicalss

Has the patient resumed all of their activities?
Has the patient returned to his/h e medications for SLE and non-SLE

indications? C

follow-up visits related to the surgery, including ancillary
pccupational therapy?
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Appendix P Additional Safety Information

P1 Further Guidance on the Definition of a Serious Adverse Event
(SAE)

ife,threatening

1fggthreatening’ means that the participant was at immediate risk of death from the AE as it

, or it is suspected that use or continued use of the product would result in the
death. ‘Life-threatening’ does not mean that had an AE occurred in a more severe
ve caused death (e.g., hepatitis that resolved without hepatic failure).

pa
form

Hospitali
Outpatient treat emergency room is not in itself a serious AE, although the reasons
for it may be (e.g.,"5foncho , laryngeal oedema). Hospital admissions and/or surgical

operations planned befor
existed before the particip

ing a study are not considered AEs if the illness or disease
enrolled in the study, provided that it did not deteriorate in

O

Medical and scientific judgement should be exercised in deciding whether a case is serious in
situations where important medical events @t immediately life threatening or result in

death, hospitalisation, disability or incapaci

an unexpected way during t

Important medical event or medical ntion

jeopardize the participant or may
require medical intervention to prevent one or megs listed in the definition of
serious. These should usually be considered as serio /

Simply stopping the suspect drug does not mean that it i@port t medical event; medical
judgement must be used.

e Angioedema not severe enough to require intubation but re 1 ﬂydrocortisone
treatment /

e Hepatotoxicity caused by paracetamol (acetaminophen) overdose r@@eatment

with N-acetylcysteine

e Blood dyscrasias (e.g., neutropenia or anaemia requiring blood transfusion, et

e Intensive treatment in an emergency room or at home for allergic bronchos/@

convulsions that do not result in hospitalisation

e Development of drug dependency or drug abuse O 5

P2 A Guide to Interpreting the Causality Question

When making an assessment of causality consider the following factors when deciding if there @
is a ‘reasonable possibility’ that an AE may have been caused by the drug.
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e Time Course. Exposure to suspect drug. Has the participant actually received the suspect
drug? Did the AE occur in a reasonable temporal relationship to the administration of the
suspect drug?

e Consistency with known drug profile. Was the AE consistent with the previous knowledge
of the suspect drug (pharmacology and toxicology) or drugs of the same pharmacological
Oclass? Or could the AE be anticipated from its pharmacological properties?

@ﬁhallenge experience. Did the AE resolve or improve on stopping or reducing the dose

spect drug?
o Noalte ve cause. The AE cannot be reasonably explained by another aetiology such as
the un mdisease, other drugs, other host or environmental factors.

e Re-chall seriepce. Did the AE reoccur if the suspected drug was reintroduced after
having been sstraZeneca would not normally recommend or support a re-
challenge.

e Laboratory tests. A spegi boratory investigation (if performed) has confirmed the
relationship.

In difficult cases, other factors %ered such as:

e [s this a recognized feature of ovefdo the drug?

e [s there a known mechanism?
Causality of ‘related’ is made if following a“re¥ie the relevant data, there is evidence for a

‘reasonable possibility’ of a causal relationship ip@iyidual case. The expression
‘reasonable possibility’ of a causal relationship is m tf convey, in general, that there are
facts (evidence) or arguments to suggest a causal rela 1p.

ding enough
gyments to suggest a

The causality assessment is performed based on the available datz
information to make an informed judgment. With no available
causal relationship, the event(s) will be assessed as ‘not related’.

Causal relationship in cases where the disease under study has deterior@e to lack of
effect should be classified as no reasonable possibility. /
P3 Medication Error, Drug Abuse, and Drug Misuse O
Medication Error

For the purposes of this clinical study a medication error is an unintended failure or mi%

the treatment process for an IMP or AstraZeneca NIMP that either causes harm to the

participant or has the potential to cause harm to the participant.

A medication error is not lack of efficacy of the drug, but rather a human or process related
failure while the drug is in control of the study site staff or participant.
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Medication error includes situations where an error:

e Occurred
e Was identified and intercepted before the participant received the drug
@ e Did not occur, but circumstances were recognised that could have led to an error

@ples of events to be reported in clinical studies as medication errors:

ng name confusion
° @in error, eg, medication prepared incorrectly, even if it was not actually given to

th iéTpant

e Drug istered as indicated, eg, wrong route or wrong site of administration

e Drugno indicated, eg, tablet dissolved in water when it should be taken as a
solid tablet

e Drug not stored"as in, eg, kept in the refrigerator when it should be at room
temperature

e  Wrong participant rece@n edication (excluding IRT/RTSM errors)

e  Wrong drug administered fﬁcip at (excluding IRT/RTSM errors)

Examples of events that do not requg as medication errors in clinical studies:
Errors related to or resulting from IRT/RTSM - including those which led to one of the
above listed events that would otherwi efbeen a medication error

é

e Accidental overdose (will be captured as an ove

e Participant failed to return unused medication or l@kaging
Medication errors are not regarded as AEs but AEs may o as equence of the
medication error. R

Drug Abuse /
For the purpose of this study, drug abuse is defined as the persistent or Q i

tentional,
non-therapeutic excessive use of IMP or AstraZeneca NIMP for a perceivedifewa’ desired
non-therapeutic effect.

e Participant accidentally missed drug dose( tdo take medication

Y

Any events of drug abuse, with or without associated AEs, are to be captured and fo @0
the Data Entry Site (DES) using the Drug Abuse Report Form. This form should be use

t
if the drug abuse happened in a study participant or if the drug abuse involves a person not O‘

enrolled in the study (such as a relative of the study participant).

Examples of drug abuse include but are not limited to:
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e The drug is used with the intent of getting a perceived reward (by the study participant or a
person not enrolled in the study)

e The drug in the form of a tablet is crushed and injected or snorted with the intent of getting
high
rug Misuse

misuse is the intentional and inappropriate use (by a study participant) of IMP or

neca NIMP for medicinal purposes outside of the authorised product information, or
fo ised IMPs or AstraZeneca NIMPs, outside the intended use as specified in the
proto@?ludes deliberate administration of the product by the wrong route.

Events of se, with or without associated AEs, are to be captured and forwarded to
the DES usin isuse Report Form. This form should be used both if the drug

misuse happened tudy icipant or if the drug misuse regards a person not enrolled in
the study (such as a rela‘ﬁhe study participant).

Examples of drug misuse 1 %are not limited to:

e The drug is used with the intenti((me an effect in another person
e The drug is sold to other people for r ional purposes
e The drug is used to facilitate assault in afother person

e The drug is deliberately administered b route
e The drug is split in half because it is easier , When it is stated in the protocol
that it must be swallowed whole

e Only half the dose is taken because the study parti( Is that he/she is feeling better
when not taking the whole dose

e Someone who is not enrolled in the study intentionally take
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Appendix Q COLUMBIA-SUICIDE SEVERITY RATING SCALE (C-
SSRS)

@ Q1 Columbia Suicide Severity Rating Scale (Baseline/Screening

O Version)
S,
Q
©
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: Q COLUMBIA-SUICIDE SEVERITY
{"’(' RATING SCALE
@ (C-SSRS)
Baseline/Screening Version

Version 1/14/09

Posner, K.; Brent, D.; Lu Id, M.; Stanley, B.; Brown, G.; Fisher, P.; Zelazny, J.;
ke, A.; Oquendo, M.; Mann, J.

This scale is intended to be used by individuals who have r,
the Columbia-Suicide Severity Rating Scale are suggested
ideation or behavior depends on the judgm

in its administration. The questions contained in
ely, the determination of the presence of suicidal
jdual gdministering the scale.

Halberstam B. & Mann J. |, Risk factors for suicidal behavior: utility and limitations of rese
[Ed.] Standardized Evaluation in Clinical Practice, pp. 103 -130, 2003,

For reprints of the C-SSRS contact Kelly Posner, Ph.D., New York State Psychiatric Institute, 1051 Riversi
York, New York 10032; inquiries and training requirements contact posnerk(@nyspi.columbia.edu

© 2008 The Research Foundation for Mental Hygiene, Inc.
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SUICIDAL IDEATION
Ask questions | and 2. If both are negative, proceed to “Suicidal Behavior” section. If the answer to Lifetime: Time [
quem'o:? 2is “yes ask que_,m'ons 3, 4 and 5. Ifthe answer to question I andlor 2 is “yes”, complete He/She Felt Monia
“Intensity of Ideation” section below. Most Sulcidal
1. Wish to be Dead
Subject endorses thoughts aboul a wish Lo be dead or not alive anymore, or wish Lo fall asleep and not wake up. Yes No Yes No
Have you wished pou were dead or wished you could go fo sleep and not wake up ?
o O 0O O
If yes, describe:
2. Non-Specific Active Suicidal Thoughts
General non-specific thoughts of wanting te end one’s life/commil suicide (¢.g., “I've thought about Kifling myself”) without thoughts Yes No Yes No
ways to kill oneselffassociated methods, intent, or plan during the assessment period. O 0 o o
¢ you actually had any thoughts of killing y eif
al Ideation with Any Methods (Not Plan) without Intent to Act
1oughts of suicide and has thought of at least one method during the assessment period. This is different than a Yes DNo Yes DNo
time, place or method details worked out {e.g. thought of method to kill self but not a specific plan). Includes person O O o o

el about taking an overdose but Inever made a specific plan as to when, where or how would acinally do
through with it
about how you might de this?

el them.
e iiention of acting on them?

If yes, describe:

5. Active Suicidal Ideation with §
Thoughts of killing oneself with details of pl
Have you started to work out or worked out the

Intent .
worked out and subject has some intent to carry it out. Yes  No Yes  No
of how to kil y, eli? Do you infend to caryy out this plan? O O o o

If yes, describe:

INTENSITY OF IDEATION
The following features showld be rated with respect to the most severegipe of ideation (i.e., 1-5 from above, with 1 being
the least severe and 5 being the most severe). Ask about time he/shgfWas feeling the most suicidal.

Lifetime - Most Severe Ideation: Most Most
Type # (1-5) Severe Severe
Past X Months - Most Severe Ideati
Type # (1-5)
Frequency
How many times have you had these thoughts?
(1) Less than once aweek  (2) Once aweek  (3) 2-5 times inweek  (4) Daily or alm y times each day —
Duration
When you have the theughts how long do they last?
(1) Fleeting - few seconds or minutes () 4-8 hours/most of day —_— —_—
(2) Less than | hour/some of the time (%) More than 8 hours/persistent or continug)
(33 1-4 hours’a lot of time
Controllability
Conld/can you stop thinking about killing yourself or wanting to die if you want to?
(1) Easily able to control thoughts (4) Can control thoughts with a lot of difficult S -
{2} Can control thoughts with little difficulty (5) Unable to control thoughts
(3) Can control thoughts with some difficulty (0) Does not attempt to control though
Deterrents
Are there things - anyone or anything (e.g., family, religion, pain of death) - that stopped you from ting
die or acting on thoughts of itting suicide?
(1) Deterrents definitely stopped you from attempting suicide (4) Deterrents most likely did not stop you - -
{2} Deterrents probably stopped you (5) Deterrents definitely did not stop you
{3} Uncertain that deterrents stopped you {0} Does not apply

Reasons for Ideation
What sort of reasons did you have for thinking about wanting te die or killing yourself? Was it to end the pain
or stop the way you were feeling (in other words you couldn 't go on living with this pain or how you were
Sfeeling) or was it to get attention, revenge or a reaction from others? Or both?

(1) Completely to get attention, revenge or areaction from others — (4) Mostly to end or stop the pain (you couldn’t go on

(2) Mostly to get attention, revenge or a reaction from others living with the pain or how you were feeling)
(3) Equally to get attention, revenge or a reaction from aothers {5) Completely to end or stop the pain (you couldn’t go on
and to end/stop the pain living with the pain or how you were feeling)

(0) Does not apply

Version 1/14/09
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SUICIDAL BEHAVIOR Lifetime | Past__
(Check all that apply, so long as these are separate events; must ask about all types) Years

Actual Attempt: Yes No Yes No
A potentially self-injurious act committed with at least some wish to die, as a result of act. Behavior was in part thought of as method to kill 0O o i

oneself. Intent does not have to be 100%. If there is any intent/desire to die associated with the act, then it can be considered an actual suicide

attempt. There does not have to be any injury or harm, just the potential for injury or harm. If person pulls trigger while gun is in

mouth but gun is broken so no injury results, this is considered an attempt.

Inferring Intent: Even if an individual denies intent/wish to die, it may be inferred clinically from the behavior or circumstances. For example, a

highly lethal act that is clearly not an accident so no other intent but suicide can be inferred (¢.g., gunshot to head, jumping from window of a

floor/story). Also, if someone denies intent to die, but they thought that what they did could be lethal, intent may be inferred.

ave you made a suicide attempt?

ave you done anything to harm yourself? Total #of | Total# of

out done anything dangerous where you could have died? Attempts Altempts

hat did you do?

id you as a way to end your life? —

warnt to die (even a little) when you ?

ing to end your life when you ?

ink it was possible you could have died fiom g

dofif purely for other reasons / without ANY intention of killing yourself (like to relieve stress, feel better,
, or g@something else to happem)? (Self-Injurious Behavior without suicidal intent)

If yes, describ ‘

Interrupted Attempt:
When the person is interrupt
have occurred).

Overdose: Person has pills in han@ sting. Once they ingest any pills, this becomes an attempt rather than an interrupted
attempt. Shooting: Person has gun pointed tow. gun is taken away by someone ¢lse, or is somehow prevented from pulling trigger. Once
they pull the trigger, even if the gun fails to attempt. Jumping: Person is poised to jump, is grabbed and taken down from ledge.
Hanging: Person has noose around neck b
Hus there been a time when you started
you actually did anything?

If yes, describe:

Yes No Yes No

Self-Injurious Behavior? O 0O S
Yes No Yes No
side circumstance) from starting the potentially self-injurious act (if not for that, actual attempt would O o o O

Total # of Total # of
interrupted | interrupted

Yes No Yes No

¢s before they actually have engaged in any self-
dual stops him/herself, instead of being stopped by oo oo

Aborted Attempt:
When person begins to take steps toward making a suicide attempt, but stog
destructive behavior. Examples are similar to interrupted attempts, exce;
something else.
Has there been a time when you started to do somethinglo try to é
actually did anything?

If yes, describe:

life but you stopped yourself before you Total #of | Total# of
aborted aborted

Preparatory Acts or Behavior:
Acts or preparation towards imminently making a suicide attempt. This can include a
assembling a specific method (e.g., buying pills, purchasing a gun) or preparing for one’s
suicide note).

Have you taken any steps towards making a suicide attempt or preparing to
getting a gun, giving valuables away or writing a suicide note)?

If yes, describe:

Yes No Yes No
0o o 0O o

Suicidal Behavior: Yes No | Yes No
Suicidal behavior was present during the assessment period? O o o O

S ¢ Most Lethal  [Initial/First
Answer for Actual Attempts Only : il it
Date: Date:

Actual Lethality/Medical Damage:
. No physical damage or very minor physical damage (e.g., surface scratches).
. Minor physical damage (e.g., lethargic speech; first-degree burns; mild bleeding; sprains).
. Moderate physical damage; medical attention needed (e.g., conscious but sleepy, somewhat responsive; second-degree
burns; bleeding of major vessel).
. Moderately severe physical damage; medical hospitalization and likely intensive care required (e.g., comatose with reflexes
intact; third-degree burns less than 20% of body; extensive blood loss but can recover; major fractures).
4. Severe physical damage; medical hospitalization with intensive care required (e.g., comatose without reflexes; third-degree
bums over 20% of body; extensive blood loss with unstable vital signs; major damage to a vital area).
5. Death
Potential Lethality: Only Answer if Actual Lethality=0
Likely lethality of actual attempt if no medical damage (the following examples, while having no actual medical damage, had
potential for very serious lethality: put gun in mouth and pulled the trigger but gun fails to fire so no medical damage; laying
on train tracks with oncoming train but pulled away before run over).

Enter Code

n—-o

w

Enter Code

0 = Behavior not likely to result in injury
1 = Behavior likely to result in injury but not likely to cause death
2 = Behavior likely to result in death despite available medical care
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Q2 Columbia Suicide Severity Rating Scale (Since Last Visit)

O/ COLUMBIA-SUICIDE SEVERITY

RATING SCALE
(C-SSRS)

¢ O Since Last Visit

Version 1/14/09

Posner, K.; Brent, D.; Lucas, C.; Gould, anley, B.; Brown, G.; Fisher, P.; Zelazny, J.;
Burke, A.; Oguendp, Mann, J.

4

Disclaimer: /
This scale is intended to be used by individuals who have received training iMitsgadministrg

in the Columbia-Suicide Severity Rating Scale are suggested probes. Ultimately, the de
suicidal ideation or behavior depends on the judgment of the individual g

The questions contained
ation of the presence of
@ the scale.

L 4

Definitions of behavioral suicidal events in this scale are based on those used in The Columbia Suicid l@ h
Form, developed by fohn Mann, MD and Maria Oquendo, MD, Conte Center for the Neuroscience of Meantal Disbrders
(CCNMD), New York State Psychiatric Institute, 1051 Riverside Drive, New York, NY, 10032. (Oquendo M
Haiberstam B. & Mann J. |, Risk factors for suicidal behavior: utility and limitations of research instruments. In

[Ed.] Standardized Evaluation in Clinical Practice, pp. 103 -130, 2003)

For reprints of the C-SSRS contact Kelly Posner, Ph.D., New York State Psychiatric Institute, 1051 Riverside Drive, New ‘

York, New York, 10032; inquiries and training requirements contact posnerk @childpsych.columbia.edu
© 2008 The Research Foundation for Mental Hygiene, Inc.
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SUICIDAL IDEATION
Ask questions 1 and 2. If both are negative, proceed to “Suicidal Behavior” section. If the answer to question 2 is “ves”, -

. . . ces (g PO . s . Since Last
ask questions 3, 4 and 5. If the answer to question 1 and'or 2 is “ves”, complete “Intensity of ldeation” section below. Visit
1. Wish to be Dead
Subject endorses thoughts about a wish to be dead or not alive anymore, or wish to fall asleep and not wake up. Yes  No

ave you wished you were dead or wished you could go to sleep and not wake up? O O
, describe;
ecific Active Suicidal Thoughts
cifig thoughts of wanting to end one’s life/commit suicide (e.g., “F've thought about killing myself”"} without thoughts of ways to kill Yes No
ethods, intent, or plan during the assessment period. O O

ad any thoughts of killing yourself?

Any Methods (Not Plan) without Intent to Act
dbas thought of at least one method during the assessment period. This is different than a specific plan with time, Yes No
2. thought of method to kill self but not a specific plan). Includes person who would say, “f thought abont taking an
slian s o when, where or how I wonld actually do it . and [ wenld never go threugh with it

you might dg_this?

place or method details
averdose bt I never mal

Have you been thinking

If yes, describe:

4. Active Suicidal Ideation wifl
Active suicidal thoughts of Killing oneself
fefinitely will not do anything about them. ™
Have yout had these thoughts and had some

to Act, without Specific Plan
pports having some intent o act on such thoughts, as opposed o “Fhave the thoughts but T Yes No

o them?

If yes, describe:

5. Active Suicidal Ideation with Specific Plan and
Thoughts of killing oneself with details of plan fully or partiall¥work subject has some intent to carry it out. Yes No
Have you started to work out or worked out the details af how fo Kill yourself? B® you intend fo carry out this plan? o O

If yes, describe:

INTENSITY OF IDEATION

The following featires should be rated with respect to the most severe typ
and 5 being the most severe).

-5‘0111 above, with 1 being the least severe

Most

Most Severe Ideation: Severe

Type# (1-3) Description of Ide@ion

Frequency
Heow many times have you had these thoughts?
(1) Lessthan once aweek  (2) Once aweek (33 2-5 times in week  {(4) Daily or almost daily  (5) Many tin
Duration P
When you have the thoughts, how long do they last?

(1) Fleeting - few seconds or minutes (4} 4-8 hours/most of day
(2) Less than 1 hour/some of the time (5) More than 8 hours/persistent or continuous
(3} 1-4 hours/a lot of lime
Controllability
Conld'can you stop thinking about killing yourself or wanting to die if you want to?
(1) Easily able to control thoughts (4) Can control thoughts with a lot of difficulty
(2} Can control thoughts with little difficulty (5) Unable to control thoughts
(3} Can control thoughts with some difficulty {0} Does not attempt to control thoughts
Deterrents

Are there things - anyone or anything (e.g., family, religion, pain of death) - that stopped you from wanting to die or acting o\
thoughts of committing suicide?

(1} Deterrents definitely stopped you from altempting suicide (4) Deterrents most likely did not dop you
(2) Deterrents probably stopped you (5) Deterrents definitely did not stop you
(3) Uncertain that deterrents stopped you (0} Doesnot apply

Reasons for 1deation

What sort of reasons did you have for thinking abeut wanting to die or killing yourself? Was it to end the pain or stop the way
you were feeling (in other words you couldn’t go on living with this pain or how you were feeling) or was it to get attention,
revenge or a reaction from others? Or both?

(1) Completely to get attention, revenge or a reaction from others  (4) Mostly to end or stop the pain (you couldn’t go on

{2) Mosly to get attention, revenge or a reaction from others living with the pain or how you were feeling)
(3) Equally to get attention, revenge or a reaction from others (5) Completely to end or stop the pain (you couldn’t go on
and to end/stop the pain living with the pain or how you were feeling)

(0) Docs not apply

Version 1/14/0%
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SUICIDAL BEHAVIOR Since Last
(Check all that apply, so long as these are separate events; must ask about all types) Visit
Actual Attempt:

A potentially self-injurious act committed with at least some wish to die, as a result of act. Behavior was in part thought of as method to kill oneself. Intent Yes No
does not have to be 100%. If there is any intent/desire to die associated with the act, then it can be considered an actual suicide attempt. There does not o o

have to be any injury or harm, just the potential for injury or harm. If person pulls trigger while gun is in mouth but gun is broken so no injury results,
this is considered an attempt.

Inferring Intent: Even if an individual denies intent/wish to die, it may be inferred clinically from the behavior or circumstances. For example, a highly
lethal act that is clearly not an accident so no other intent but suicide can be inferred (e.g., gunshot to head, jumping from window of a high floor/story)
"Also, if someone denies intent to die, but they thought that what they did could be lethal, intent may be inferred.

Have you made a suicide attempt?

ave you done anything to harm yourself?

e you done anything dangerous where you could have died? Total # of
What did you do? Attempls
id you as a way to end your life?

id You want to die (even a little) when you
ing to end your life when you 7
ink it was possible you could have died from ?

2 _—

Or Iy for other reasons / without ANY intention of killing yourself (like to relieve stress, feel better, get
ing else to rappen)? (Self-Injurious Behavior without suicidal intent)
Yes No
idal Self-Injurious Behavior? o o
an outside ce) from starting the potentially self-injurious act (if not for that, actual attempt would have Yes No
occurved). o O
Overdose: Person has pills in hand but is sl d ffom ingesting. Once they ingest any pills, this becomes an attempt rather than an interrupted attempt.
Shooting: Person has gun pointed towar, away by someone else, or is somehow prevented from pulling trigger. Once they pull the trigger,
even if the gun fails to fire, it is an atte n is poised to jump, is grabbed and taken down from ledge. Hanging: Person has noose around
neck but has not yet started to hang - is stopp 50, Total # of
Has there been a time when you starté to end your life but someone or something stopped you before you interrupted
actually did anything?
If yes, describe:
A
Aborted Attempt: Yes No
When person begins to take steps toward making a suicide attempt o gelves before they actually have engaged in any self-destructive behavior
Examples are similar to interrupted attempts, except that the individual stops crself, instead of being stopped by something ¢lse. 0 o

Has there been a time when you started to do something to try to gt your life but you stopped yourself before you

actually did anything? Total # of

If yes, describe: aborted

Preparatory Acts or Behavior:

Acts or preparation towards imminently making a suicide attempt. This can include an; ation or thought, such as assembling a Yes  No

specific method (e.g., buying pills, purchasing a gun) or preparing for one’s death by sui mgs‘vay, writing a suicide note) 0 o

Have you taken any steps towards making a suicide attempt or preparing to'k elf Such as collecting pills, getting a gun,

giving valuables away or writing a suicide note)?

If yes, describe:

Suicidal Behavior: Yes No

Suicidal behavior was present during the assessment period? o o

Completed Suicide: Yes No
0 o

Answer for Actual Attempts Only mf;nzfm‘

Date:

Actual Lethality/Medical Damage: Enter Code

0. No physical damage or very minor physical damage (e.g., surface scratches).

1. Minor physical damage (¢.g., lethargic speech; first-degree burmns; mild bleeding; sprains).

2. Moderate physical damage; medical attention needed (¢.g., conscious but sleepy, somewhat responsive; second-degree burns; bleeding o' majol

3. Moderately severe physical damage; medicad hospitalization and likely intensive care required {(e.g., comatose with reflexes intact; third-degred

less than 20% of body; extensive blood loss but can recover; major fractures).
4. Severe physical damage; medical hospitalization with intensive care required (e.g., comatose without reflexes; third-degree burns over 20% of bod

extensive blood loss with unstable vital signs; major damage to a vital area).
5. Death
Potential Lethality: Only Answer if Actual Lethality=0
Likely lethality of actual attempt if no medical damage (the following examples, while having no actual medical damage, had potential for very serious
lethality: put gun in mouth and pulled the trigger but gun fails to fire so no medical damage; laying on train tracks with oncoming train but pulled away
before run over).

0= Behavior not likely to result in injury
1 = Behavior likely to result in injury but not likely to cause death
2 = Behavior likely to result in death despite available medical care
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Appendix R Handling of Human Biological Samples
R1 Chain of Custody

A full chain of custody is maintained for all samples throughout their lifecycle.

age at the centre until shipment or disposal (where appropriate) and records relevant

processing information related to the samples whilst at site.
Q)

&stigator keeps full traceability of collected biological samples from the participants while

The s iver keeps full traceability of the samples while in storage and during use until
used or di @ or until further shipment and keeps record of receipt of arrival and onward

shipment or di

AstraZeneca or d ted repwesentatives will keep oversight of the entire life cycle through
internal procedures, monigdting of study sites, auditing or process checks, and contractual
requirements of external la providers

sample archive facilities and will be tra€ By the appropriate AstraZeneca Team during for

Samples retained for further uséwill be s‘d in the AstraZeneca-assigned biobanks or other

the remainder of the sample life cycle.

R2 Withdrawal of Informed %for Donated Biological Samples

If a participant withdraws consent specifically to f ent use of donated biological
samples, the samples will be disposed of/destroyed/ and the action documented. If
samples are already analysed, AstraZeneca is not oblige@troy he results of this
research. The participant will be presented with the option to opt

the donated samples during the withdrawal process. If the parti¢i
the donated samples will be disposed of. If the participant withdra ent without opting
out for the subsequent use of the donated samples, then the samples ed as per
protocol.

he subsequent use of
d i@s to opt out, then

Following withdrawal of consent for biological samples, further study participati 1d be
considered in relation to the withdrawal processes outlined in the informed conse

Investigator: 0:
1) Ensures participant’s withdrawal of informed consent to the use of donated samples is /

highlighted immediately to AstraZeneca or delegate.

2) Ensures that relevant human biological samples from that participant, if stored at the study @
site, are immediately identified, disposed of as appropriate, and the action documented.
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3) Ensures that the participant and AstraZeneca are informed about the sample disposal.

AstraZeneca ensures the organisation(s) holding the samples is/are informed about the
withdrawn consent immediately and that samples are disposed of or repatriated as appropriate,
d the action documented and study site notified.

International Airline Transportation Association (IATA) 6.2
Guidance Document

LAB ING*AND SHIPMENT OF BIOHAZARD SAMPLES

IATA (https
infectious sub

.data.org/whatwedo/cargo/dgr/Pages/download.aspx ) classifies
3 categories: Category A, Category B or Exempt

Category A Infecti usc%ces are infectious substances in a form that, when exposure to
it occurs, is capable of cgisiggPpermanent disability, life-threatening or fatal disease in
otherwise healthy humans \Q

Category A pathogens are, forgXample, Ebola, Lassa fever virus. Infectious substances
meeting these criteria which cause dis umans or both in humans and animals must be

assigned to UN 2814. Infectious substanc ich cause disease only in animals must be
assigned to UN 2900.

Category B Infectious Substances are infec stamces that do not meet the criteria for
inclusion in Category A. Category B pathogens f ﬁlple, Hepatitis A, C, D, and E

viruses. They are assigned the following UN numbe aj@r shipping name:

1) UN 3373 — Biological Substance, Category B

2) are to be packed in accordance with UN3373 and IATA 65 .

Exempt - Substances which do not contain infectious substances or sut@s which are
unlikely to cause disease in humans or animals are not subjects to these eg@ls less
they meet the criteria for inclusion in another class.

1) Clinical study samples will fall into Category B or exempt under IATA regulato

2) Clinical study samples will routinely be packed and transported at ambient temper@
IATA 650 compliant packaging. O
(https://www.iata.org/whatwedo/cargo/dgr/Documents/DGR-60-EN-P1650.pdf). /

3) Biological samples transported in dry-ice require additional dangerous goods specification @

for the dry-ice content.
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Appendix S Anaphylaxis

In adults, anaphylaxis is highly likely when any 1 of the following 3 criteria is fulfilled:

@ 1. Acute onset of an illness (minutes to several hours) with involvement of the skin, mucosal

aissue, or both (e.g., generalised hives, pruritus or flushing, swollen lips, tongue and/or
uvula)

I LEAST ONE OF THE FOLLOWING:

@ iratory compromise (e.g., dyspnoea, wheeze-bronchospasm, stridor, reduced
piratory flow, hypoxaemia)

(b) BP (see number 3 below for definition) or associated symptoms of end-
organ ion (e.g., hypotonia [collapse], syncope, incontinence)
2. Two or more e follogng that occur rapidly after exposure to a likely allergen for that
patient (minutes to ours):

(a) Involvement of nzmucosal tissue (e.g., generalised hives, itch, flush, swollen
lips, tongue and/or ﬁ

(b) Respiratory compromise (¢, §pnoea, wheeze-bronchospasm, stridor, reduced
peak expiratory flow, hypbxae

(c) Reduced BP (see number 3 belo@ for definition) or associated symptoms (e.g.,
hypotonia [collapse], syncope, i i €)

(d) Persistent gastrointestinal symptom Py abdominal pain, vomiting)

3. Reduced BP after exposure to known allergen f M ient (minutes to several hours);
for adults a systolic BP of less than 90 mm Hg or gr@an 30% decrease from that
person’s baseline BP (taken at or immediately prior to Start o infusion), whichever BP

is lower.
L 2

The following definitions are provided for the purposes of this st /

comorbid disease, occurring usually within the first 48 hours after expo§ure
allergy-causing substance with involvement of skin and/or mucosal tissue

Hypersensitivity reaction: Onset of an illness, distinct from the u@ nd/or
areas
of hives, itch, rash, flush, or mildly swollen lips, tongue, and/or uvula), respirs @ S;t,

CV system, and/or gastrointestinal symptoms. The symptoms associated with (no
serious) hypersensitivity do not require immediate intervention (steroids or epinep

to prevent deterioration of cardiorespiratory function, ie, they are not life-threatening. 0/

Angioedema: Angioedema is a self-limited, localized swelling of subcutaneous (or
submucosal) tissue that results from extravasation of fluid into interstitial tissues. It
presents with rapid, localized swelling, large welts, and pain. The lips, mouth, throat,
eyes, hands, and feet are most commonly affected. Rarely, angioedema can be life-
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threatening when swelling of the throat interferes with breathing. Angioedema may be
acute or chronic (eg, hereditary angioedema), may occur with or without urticaria (hives),
and is generally self-limited (James and Bernstein 2017).

Angioedema may be associated with IgE and may infrequently be a component of an
anaphylactic reaction. In the absence of confirmatory IgE antibody, the Sampson Criteria
should be used as the case definition for anaphylaxis.

ioedema may be the result of histamine activation (often associated with urticaria),

inin generation, or unknown pathophysiology. The clinical presentation of these
types ioedema may be analogous in nature, but their treatment algorithms differ
ig n

S

Infusion-rélated Reaction: Infusion-related reactions are any other reaction occurring

during infusig @ sfudy intervention or felt to be temporally related to the infusion within

24 hours of studs 1ntewfon administration.
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Appendix T Abbreviations

The following abbreviations and special terms are used in this study Clinical Study Protocol.

Explanation

Abbreviation or special term
ACR

AND @
anti-dsDNA

American College of Rheumatology
Anti-drug antibody

Activity of daily living

Adverse event

Adverse event of special interest
Adenocarcinoma in situ

Alkaline phosphatase

Alanine aminotransferase
Antinuclear antibody

Anti-double stranded deoxyribonucleic acid

Anti-Sm Anti-Smith

Anti-RNP ti-Ribonucleoprotein

Anti-SSA ti-Sjogren’s Syndrome-related antigen A

Anti-SSB i-Sjogren’s Syndrome-related antigen B

AST ate aminotransferase

APRIL ﬁraﬂon inducing ligand

APS ti-phosp syndrome

ATP Adult Tre anel

B-hCG B-humaf gonadotropin

BCG Bacillus Calmett i

BICLA British Isles L ent Group-based Composite Lupus
Assessment

BILAG British Isles Lupu nt Group

BlyS B-lymphocyte stimulg L 2

BMI Body mass index

BP Blood pressure

BUN Blood urea nitrogen

BTK Bruton’s tyrosine kinase

C3 Third component of complement

C4 Fourth component of complement P

CDL Clinical Database Lock

CH50 Total haemolytic complement (

CHMP Committee for Medicinal Products for Human &

CI Confidence interval

CIN III Cervical intraepithelial neoplasia grade 111 O

CIS Carcinoma in situ

CLASI Cutaneous Lupus Erythematosus Disease Area and Severi

CLE Cutaneous Lupus Erythematosus

CMV Cytomegalovirus

CNS Central nervous system

COCs Combined oral contraceptives

CONSORT Consolidated Standards of Reporting Trials

COPD Chronic obstructive pulmonary disease ﬁ

COVID-19 coronavirus disease-19

CRF Case Report Form (electronic/paper)

CSA Clinical Study Agreement

C-SSRS Columbia Suicide Severity Rating Scale

CSR Clinical Study Report
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Abbreviation or special term Explanation
CT Computed tomography
CV Cardiovascular
dsDNA Double stranded deoxyribonucleic acid
DNA Deoxyribonucleic acid
DACRT Disease Activity Central Review Team
DSMB Data and Safety Monitoring Board

EMA
EQ-5D-5L
EULAR
FDA
FSH
GCP
GMP
HbAlc
HBcADb
HBsAg
HBC
HBV
HCP
HIV
HRQoL
HRT
HZ

1B

ICF
ICH
ICU
IEC
IFN
IFNARI1
Ig
IgGlx
IGRA
IMP
IRB
IVRS
IWRS
JAK
LLDAS
LLOQ
LN
MACE
MCP
MDR
MedDRA
mITT
MRI

For O/

Q

Ethics Committee

Electrocardiogram

Electronic Clinical Outcome Assessment
Electronic case report form

Early Discontinuation Visit

End of Treatment

European Medicines Agency

EuroQoL 5 dimensions

European League Against Rheumatism
Food and Drug Administration
Follicle-stimulating hormone

ood Clinical Practice
ood Manufacturing Practice

cosylated hemoglobin
itis B core antibody
atitts B surface antigen

Human immunodéficiency virus
Health-related gualityfof L
Hormone repla t y

Herpes zoster
Investigator’s Broch *
Informed consent form n/
International Conference o onisation
Intensive care unit

Independent Ethics Committee

Interferon

Subunit 1 of the type I interferon rece
Immunoglobulin

Immunoglobulin G1 kappa
Interferon-gamma release assay
Investigational medicinal product
Institutional Review Board

Interactive Voice Response System
Interactive Web Response System

Janus kinase

Lupus Low Disease Activity State

Lower limit of quantitation

lupus nephritis

Major adverse cardiovascular events
Metacarpophalangeal

Multi-resistant

Medical Dictionary for Regulatory Activities
Modified intention-to-treat

Magnetic resonance imaging
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Abbreviation or special term

Explanation

mRNA
nAb
NIMP
NSAIDs
OCS
PCR

PI
PK
RM
PEOT
Q4w

QFT-G

QoL

RNA

SD

SAE

SAP

SARS-COV-2

SC

SDI

SI

SLE
SLEDAI-2K
SMR
SoA
SOC
SRI
SRI(4)
SSc

TB
ULN
TLR7
TLR9
TPV
VAS
WBDC
WHO
WPAI
w/v

Messenger ribonucleic acid
Neutralising antibodies
Non-investigational medicinal product
Nonsteroidal anti-inflammatory drugs
Oral corticosteroids
Polymerase Chain Reaction
Pharmacodynamic
Physician’s Global Assessment
Principal Investigator
Pharmaceuticals and Medical Devices Agency
Proximal interphalangeal
Pharmacokinetic(s)
Restricted medications
Premature end of treatment
Every 4 weeks
QuantiFERON-TB Gold
Quality of life

ibonucleic acid

andard deviation

ious adverse event

tigtical analysis plan
seifere dcute respiratory syndrome coronavirus 2

bcutaneq,
Systemi ternational Collaborating Clinics/American College of
Rheu mage Index

Sub-investigator,
Systemic lupugferyt!
Systemic Lupu
Standardised mortalify
Standard of Activity

Standard of care é
SLE Responder Index @“

Systemic Lupus ErythematosusResponder Index of >4
systemic sclerosis

Tuberculosis

Upper limit of normal L 2
Toll-like receptor 7

Toll-like receptor 9 /
Third-party vendor

Visual analogue scale

Web Based Data Capture

World Health Organization

Work Productivity and Activity Impairment
Weight/volume

2
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Appendix U Protocol Version History

The Summary of Changes Table for the current revision is located directly before the PROTOCOL
SYNOPSIS.

Amendment 2 [07-Jul-2023]
erall Rationale for the Amendment:

in purpose of this amendment is to update the study design, sample size and statistical
hod using Bayesian borrowing approach. One endpoint, CLASI, is adjusted from

"key to "other" secondary endpoints which allows key secondary endpoints to
reflect m lly relevant endpoints. In addition, this amendment includes the
modlﬁcatlon 0 inclusion and exclusion criteria to align with anifrolumab program

safety requireme sure correct interpretation by site personnel, to address current
COVID-19 landscap€ and t rease identified recruitment barriers. The changes in inclusion
and exclusion criteria w impact target patient population and patient safety. This
amendment also includes t @ pdates to reflect the latest regulatory and process changes
implemented within AstraZenec er minor corrections, revisions, and/or reordering of text
that were made to improve consistency, acy, and clarity, but do not substantively affect
the content of this document, may n idually listed below.

Section # and Name

Description of Ghange

Throughout Protocol
SYNOPSIS,

2 Study Objectives

8 Statistical analyses by
AstraZeneca

Brief Rationale

Update the langua
description; clarify deg
intercurrent event

To align with the estimand
framework defined in ICH E9
(R1) addendum; clarification

Move CLASI from key secfidagg'to

To reflect most clinically
relevant endpoints

SYNOPSIS, Section 8.1,
Section 8.2, Section 8.5.1

other secondary endpoints
Update statistical method and sample size
estimate

Tq align with the updated study
sn of using Bayesian
ing approach

1.1 Background and rationale
for conducting this study,

doses and control groups,
1.3 Benefit/risk assessment

1.2 Rationale for study design,

Reflect the latest approved biologics for
SLE in Market;
Update according to latest IB.

1.2.1 Rationale for study
design

Rationale for study design updated

considered

1.4.3 Study flow chart,

3.1 Inclusion Criteria #4,

3.2 Exclusion Criteria #33,
4.1 study plan and throughout

Extend screening period to 35 days

To allow sufficien 0,
collection of ehg1b111ty

3.1 Inclusion criteria #6

Update the description of SLEDAI-2K at
screening

To clarify that to count as
“active” a joint must be both

tender and swollen, and to

strengthen requirement for rash

3.1 Inclusion criteria #7

Update Permitted immunosuppressants to
include tacrolimus and cyclosporine

Revise SOCs to meet real
world treatment practice
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Section # and Name

Description of Change

Brief Rationale

3.1 Inclusion criteria #13

Clarify assessment of incidental
pulmonary nodule findings

Provide clear guidance for sites

3.1 Inclusion criteria#14,
6.3.5 Tuberculosis including
Latent Tuberculosis

Revise for clarification, update
management procedure for patient with
positive TB result

Clarification and keep
consistency with anifrolumab
program update

clusion criteria #15
Exclusion criteria #16 and
1
discontinuation due to

Add COVID-19 antigen as alternative
test;

Change rescreening restriction to at least
6 weeks before the 1st dosing for mild
recovered patient with COVID-19;
Revise text and add Long COVID
sequelae to exclusion

Adapted in accordance with
evolved knowledge of COVID-
19 diagnostics and disease
course

3.2 Exclusion #21,
5.2.2.3 Cervi er
Screening Test,

Appendix H, and th @ at

3.2 Exclusion Criteria #31,
Appendix I

Rename to “Cervical cancer screening
test” throughout;

Add alternative HPV test criteria;

No requirement of cervical cancer
eening testing in females aged < 25
ears with fully HPV vaccination or

vithout sexual experience

Revise to reflect local cervical
cancer screening guidelines.

Correction for consistency

@ stment of JAK and BTK washout
e l&
Ex¢pand and addyas per Sponsor opinion"

Performing the Primary
Analysis at Week 52

Performing the Rgim:
52”

ysis at Week

3.2 Exclusion Criteria #3, #4, Clarification

#34

3.2 Exclusion Criteria #37 Add “br Clarification

3.7.2 Unblinding for Added section “ inding for To clarify the timepoint for

clinical database lock

3.9.3 Procedures for
discontinuation of a
participant from Investigator
Product

Clarify what visits requi
participants confirmed disc
from Investigator Product

(a

Simplification of the phrasing

3.10.2 Withdrawal of the
informed consent

Correct Follow-up Visit 1 to 8 weeks
after last IMP dose.

Delete repetitive decription regarding of
actions after a participant discontinued
Investigator Product

tion

*

5.1.4.1 Protocol-specific
clarification and extension of
BILAG-2004 definitions

Update for BILAG arthritis extended
definition.

Clari@

5.2.6.2 Tuberculosis results

Revise description to keep consistent with

Correction and

O

monitoring during the study

from screening evaluations inclusion TB criteria and 6.3.5TB consistency
including latent TB
5.2.6.3 Tuberculosis Add text regarding TB monitoring and Clarification

use QFT-G for consistence

6.9 Medication Error, Drug
Abuse and Drug Misuse,
Appendix P3

Add sub-sections: ‘Timeline’, ‘Drug
Abuse’, ‘Drug Misuse’, ‘Reporting of
Overdose’ and related content in
Appendix

Update per AZ SOPs

D7

7.7.1.3 Restricted Medications
During Double-blind
treatment period

Update the restricted maximum dose
range for cyclosporine and tacrolimus.

Keep consistency with the
SOCs change
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Section # and Name

Description of Change

Brief Rationale

8.4.9 Pharmacodynamic
outcome variables

Update the outcome variable for anti-
dsDNA antibodies

Revise to keep consistency
with C-lab reporting

8.5.2 Analysis of the
secondary variables

8.5.3 Analysis methods for
exploratory variables

Clarify analysis methods for binary
endpoints

Clarification

endix A
egulatory, Ethical, and Study
rsight Considerations

%

A2 Regulatory Reporting Requirements
for SAEs: add paragraph of “Regulatory
Reporting Requirements for Serious
Breaches”

A8 Data Quality Assurance: Add CSR
reporting requirement for important
deviations from tolerance limits (QTLs)
and remedial actions taken. Update the
maintenance period of study related
records and documents including signed
ICFs from 15 years to 25 years.

Align with sponsor latest CSP
template

Appendix C

Actions required in Cases o
increases in Liver
Biochemistry and Evaluation
of Hy’s Law

orrect formatting and numbering of sub

@ pns under Appendix C.
dentification of Potential Hy’s Law

(
a%. a& “local laboratories being used”
paragraph

section.
C6 Laboratory

Update per AZ SOPs

Amendment 1 01-Dec-2021

Overall Rationale for the Amendment:

Appendix [ Updated prohibited dg Corrections and keep
Prohibited Medication consistency with anifrolumab
program update in SLE
Appendix U Protocol Added a new appendix to do Administrative
Amendment History protocol amendment history
L 4

7

Modifications have been made to include changes in key secondary end

endpoints, to update safety information, and to provide clarification to ensu

consistency, and clarity which do not substantively affect the content of this docu

exploratory
interpretation. Other minor corrections and revisions that are made to improve e&;@nd
1

endpoints all other modifications are considered to be non-substantial.

individually listed below. Except for the substantial changes of secondary and explorat@ :

Section # and Name

Description of Change

Brief Rationale

Throughout, 3.1
Inclusion Criteria #18,
3.8.2 Donation of blood
or other biological
samples, 6.8.1 Maternal

Extended required time period for
contraception after maternal or paternal
exposure as well as blood or sperm
donation from 12 to 16 weeks after last
dose of investigational product (IP).

Extended per latest internal guidance
in Project Specific Safety
Requirements (PSSR) v5.0
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Section # and Name

Description of Change

Brief Rationale

exposure and 6.8.2
Paternal exposure

visits is 8 and 12 weeks after the last
dose

throughout the CSP

Throughout Clarify stratification factor Region To clarify stratification setting
definition as ‘Mainland China vs Others’
Throughout Clarify the duration of safety follow up Correction and to keep consistent

Revise description format to include
‘population’, ‘intercurrent event strategy’
and ‘summary measure’

To keep consistent with the latest CSP

template on estimand description

Upgrade SRI(4) as one of the key
secondary endpoints

As recommended by Chinese Health
Authority and to reflect importance of
SRI(4) as an validated endpoint for
assessment of overall disease activity

Secondary Endpot

2.4 Exploratory
Objectives, 8.4.3 Oth¢
secondary outcome
variables, 8.4.4
Exploratory variables

owngrade below secondary endpoints
0 exploratory endpoints.

easures of disease activities
mcluding SRI (5-8) response, the
ividual components of
GSLA and SRI, the number of
and joint counts,

DAS, as v
SRI over

11 as BICLA and

e  Patient reported gutcome
measures at Wg€k 52

The scientific value of the

downgraded endpoints is more
adequately reflected as exploratory

2.4 Exploratory
Objectives, 8.4.3 Other
secondary outcome
variables, 8.4.4
Exploratory variables

Add ‘BICLA and SRI L
to exploratory endpoint

onse’

7

1.1 Introduction

Revise text to reflect Anifrolumab
approval information

To explore dual endpoint response

update regulatory information

1.3.1 Risk Assessment,
1.3.1.1 Identified Risks,
1.3.1.2 Important
potential risks based on
mechanism of action,
1.3.3 Overall Benefit:
Risk Conclusion

Revise text to reflect ‘herpes zoster’ as
important identified risk and ‘serious
infection’ as important potential risk, and
other safety background update

1.4.2
Protocol-specified
steroid tapering

Revise descriptive text for joint related
OCS Tapering criteria

To clarify the joi ites

1.4.3 Study Conduct
Mitigation During Study
Disruptions Due to
Cases of Civil Crisis,
Natural Disaster, or
Public Health Crisis

Add text for mitigation options and
remove “At-home IP administration from
mitigations options

Update applicable mitigati
for Anifrolumab IV

t

n

3.1 Inclusion Criteria #9

Add text to clarify Day 1 requirement for
“Clinical” SLEDAI score and remove
‘excluding knees’ from joint related
“clinical” SLEDAI criteria.

Clarification on clinical SLEDAI

criteria
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Section # and Name Description of Change Brief Rationale
3.1 Add ‘at screening’ for BILAG criteria Clarification
Inclusion Criteria #10
3.1 Add ‘excluding antimalarials’ after Clarification
Inclusion Criteria #12 immunosuppressive treatment
3.1 Allow ‘local lab’ testing for SARS-CoV- | Facilitate COVID-19 testing and
Inclusion Criteria #15, 2 and revise text to clarify provide clarification

9.11P
1scontinuation in
tioh to COVID-19

Update contraception requirements and
Table 1 Effective methods of birth
control and ineffective methods

Update to align with AZ internal
Women of Childbearing Potential
guidance

Criteria #1

Add WHO definition of COVID-19
infection

Clarification for COVID-19 definition

3.2 Exclusion
Criteria #37

tend required time period from 12
eeks to 16 weeks post last dose of IP
for females who intend to become
nt or breastfeeding after study

To be consistent with latest PSSR

3.9 Discontinuation of
study intervention, 3.9.1
IP discontinuation in
relation to COVID-19

ext on IP discontinuation criteria

To be consistent with latest PSSR

3.10.1 Screen failures

3.10.2 Withdrawal of the
informed consent

Clarify data collection requirement for
SF

Add text to clarity fo
for participants who wi

To keep consistent with CSP latest
template and ICF content

should be taken by same method
throughout the study for individual
participant

4.1 Study Plan Table 3 Add text to clarify ti t on Clarification
footnote g PK sample collection

4.1 Study Plan Add text to clarify Follow- Clarification
Table 3 footnote o and requirements

Table 4 footnote a

5.2.3 Vital signs Add text to clarify that body tempe arification

5.4.1 Pharmacokinetic

Add text to provide instruction of sample
collection, handling and disposal

storage requirement

6 Safety Reporting and
Medical Management
6.1 Definition of adverse
events

Modification of the description of AE
and SAE

To ke
template

with the latest CSP

6.3 AESI and 6.3.6

Add “MACE” to AESI and provide

Update information to Jee istent

Major adverse definition with the latest PSSR
cardiovascular events
6.3.3 Herpes Zoster Add criteria for HZ evaluation Clarification

6.7 Overdose

Update overdose reporting timeline

Clarification and to keep consi
with AZ SOP

6.11 Study governance
and oversight

Add text to clarify study specific DSMB
and DACRT

Clarification

7.1 Identify of
investigational
product(s)

Update manufacturer information

Information update
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IP administration

administration’ to avoid confusion and
clarify documentation requirement

Section # and Name Description of Change Brief Rationale
7.2.4 Participant Add text to clarify PK sample collection | Clarification
monitoring/procedures time window

during and after the

infusion

7.2.6 documentation of | Delete definition of ‘duration of IP Clarification

Clarify sample size estimate; update
outcome variables; add definition of
safety analysis set

To keep consistent with the changes
in objectives. To clarify analysis set
for safety variables.

Delete expected study timeline

Correction

£}

Change wording from ‘Medical monitor
to ‘Study physician’, from ‘congenital
abnormality’ to ‘congenital anomaly’

d from ‘Patients’ to ‘Participants’
across_the document

Administrative changes

Appendix I Prohibite
Restricted Medicines

Appendix M Changes
Related to Mitigation of
Study Disruptions Due
to Cases of Civil Crisis,
Nature Disaster, or
Public Health Crisis

Co n in footnote and modify
uration for Leflunomide

Correction

dd'text to provide additional instruction

EP S

Information update and keep
consistent with CSP section 1.4.3

Appendix N Table 7

Appendix Q, R,S

Correction

and Anaphylaxis

Information for reference

193 (193)

):
S %
\)

®





