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ANNEX1

SUMMARY OF PRODUCT CHARACTERISTICS



v This medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Saphnelo 300 mg concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each ml of concentrate for solution for infusion contains 150 mg of anifrolumab*.
One vial of 2.0 ml of concentrate contains 300 mg of anifrolumab (150 mg/ml).

* Anifrolumab is a human, immunoglobulin G1 kappa (IgG1x) monoclonal antibody produced in
mouse myeloma cells (NS0) by recombinant DNA technology.

Excipient with known effect

Each vial contains 1 mg polysorbate 80.

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM
Concentrate for solution for infusion (sterile concentrate)

Clear to opalescent, colourless to slightly yellow, pH 5.9 solution.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Saphnelo is indicated as an add-on therapy for the treatment of adult patients with moderate to severe,
active autoantibody-positive systemic lupus erythematosus (SLE), despite standard therapy.

4.2 Posology and method of administration
Treatment should be initiated and supervised by a physician experienced in the treatment of SLE.

Posology

The recommended dose is 300 mg, administered as an intravenous infusion over a 30-minute period,
every 4 weeks.

In patients with a history of infusion-related reactions, premedication (e.g., an antihistamine) may be
administered before an infusion of anifrolumab (see section 4.4).

Missed dose
If a planned infusion is missed, treatment should be administered as soon as possible. A minimum
interval of 14 days should be maintained between doses.



Special populations

Elderly
No dose adjustment is required. There is limited information in subjects aged >65 years (n=33); no
data are available in patients over 75 years of age (see section 5.2).

Renal impairment
No dose adjustment is required. There is no experience in patients with severe renal impairment or
end-stage renal disease (see section 5.2).

Hepatic impairment
No dose adjustment is required (see section 5.2).

Paediatric population
The safety and efficacy of Saphnelo in children and adolescents (aged <18 years old) have not yet

been established. No data are available.

Method of administration

For intravenous use.

Saphnelo must not be administered as an intravenous push or bolus injection.

Following dilution with sodium chloride 9 mg/ml (0.9%) solution for injection, Saphnelo is
administered as an infusion over 30 minutes through an intravenous infusion line containing a sterile,
low-protein binding 0.2 to 15 micron in-line or add-on filter.

The infusion rate may be slowed or interrupted if the patient develops an infusion reaction.

Upon completion of the infusion, the infusion set should be flushed with 25 ml sodium chloride

9 mg/ml (0.9%) solution for injection to ensure that all of the solution for infusion has been
administered.

Do not co-administer any other medicinal products through the same infusion line.

For instructions on dilution of the medicinal product before administration, see section 6.6.
Transitioning between routes of administration

If transitioning a patient from subcutaneous administration to intravenous administration, the first
intravenous infusion should be administered approximately 3 to 4 weeks after the last subcutaneous

dose.

If transitioning a patient from intravenous administration to subcutaneous administration, the first
subcutaneous injection should be administered approximately 2 weeks after the last intravenous dose.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
4.4 Special warnings and precautions for use

Traceability

In order to improve the traceability of biological medicinal products, the name and the batch number
of the administered product should be clearly recorded.



Patient groups excluded from clinical studies

Anifrolumab has not been studied in combination with other biologic therapies, including
B-cell-targeted therapies. Therefore, treatment with anifrolumab is not recommended in combination
with biologic therapies.

Anifrolumab has not been studied in patients with severe active central nervous system lupus or severe
active lupus nephritis (see section 5.1).

Hypersensitivity

Serious hypersensitivity reactions including anaphylaxis have been reported following administration
of anifrolumab (see section 4.8).

In the intravenous and subcutaneous clinical trials of 52-week treatment duration, serious
hypersensitivity reactions (including angioedema) were reported for 0.5% of patients receiving
anifrolumab.

In patients with a history of infusion-related reactions and/or hypersensitivity, premedication (e.g., an
antihistamine) may be administered before the infusion of anifrolumab (see section 4.2).

If a serious infusion-related or hypersensitivity reaction (e.g., anaphylaxis) occurs, administration of
anifrolumab should be interrupted immediately, and appropriate therapy initiated.

Infections

Anifrolumab increases the risk of respiratory infections and herpes zoster (disseminated herpes zoster
events have been observed), see section 4.8. SLE patients also taking immunosuppressants may be at
higher risk of herpes zoster infections.

In controlled-clinical trials serious and sometimes fatal infections (including pneumonia) occurred,
including in patients receiving anifrolumab.

Due to the mechanism of action, anifrolumab should be used with caution in patients with a chronic
infection, a history of recurrent infections, or known risk factors for infection. Treatment with
anifrolumab should not be initiated in patients with any clinically significant active infection until the
infection resolves or is adequately treated. Patients should be instructed to seek medical advice if signs
or symptoms of clinically significant infection occur. If a patient develops an infection, or is not
responding to standard therapy, they should be closely monitored and careful consideration given to
interrupting anifrolumab therapy until the infection resolves.

Studies in patients with a history of primary immunodeficiency have not been conducted.

The placebo-controlled clinical trials excluded patients with a history of active TB or latent TB in
whom an adequate course of treatment could not be confirmed. Anti-tuberculosis (anti-TB) therapy
should be considered prior to initiation of anifrolumab in patients with untreated latent TB.
Anifrolumab should not be administered to patients with active TB.

Immunisations
Prior to initiating therapy, completion of all appropriate immunisations should be considered
according to current immunisation guidelines. Concurrent use of live or attenuated vaccines should be

avoided in patients treated with anifrolumab.

Immune responses to non-live vaccines have been assessed in a small number of patients (see
section 4.5).



Malignancy

The impact of treatment with anifrolumab on the potential development of malignancies is not known.
Studies in patients with a history of malignancy have not been conducted; however, patients with
squamous or basal cell skin cancers and uterine cervical cancer that had been fully excised or
adequately treated were eligible for enrolment in the SLE clinical trials.

In the intravenous and subcutaneous clinical trials of 52-week treatment duration, malignant neoplasm
(including non-melanoma skin cancers) was reported for 1.1% of patients receiving anifrolumab
compared to 0.5% patients receiving placebo (exposure-adjusted incidence rate [EAIR]: 1.1 and 0.5
events per 100 patient years [PY], respectively). Malignancies excluding non-melanoma skin cancers
were observed in 0.5% and 0.5% of patients receiving anifrolumab and placebo, respectively. In
patients receiving anifrolumab, breast and squamous cell carcinoma were the malignancies observed
in more than one patient.

Individual benefit-risk should be considered in patients with known risk factors for the development or
reoccurrence of malignancy. Caution should be exercised when considering continuing therapy for

patients who develop malignancy.

Excipient with known effect

This medicinal product contains 1 mg of polysorbate 80 (E 433) in each vial, which is equivalent to
0.5 mg/ml. Polysorbates may cause allergic reactions.

4.5 Interaction with other medicinal products and other forms of interaction

No interaction studies have been performed.

Anifrolumab is not expected to undergo metabolism by hepatic enzymes or renal elimination.

The formation of some CYP450 enzymes is suppressed by increased levels of certain cytokines during
chronic inflammation. Anifrolumab modestly suppresses the levels of some cytokines; the impact on
CYP450 activity is unknown. In patients who are being treated with other medicines that are CYP
substrates with a narrow therapeutic index, where the dose is individually adjusted (e.g., warfarin),

therapeutic monitoring is recommended.

Immune response

Non-live vaccines

Immune response to non-live seasonal influenza vaccine was assessed in a small number of adult
patients with moderate to severe SLE in an exploratory study. Humoral antibody responses induced by
seasonal influenza virus vaccination were numerically comparable between patients receiving
anifrolumab in addition to standard of care and those receiving standard of care alone.

Live vaccines

The concurrent use of anifrolumab with live and live-attenuated vaccines has not been studied (see
section 4.4).

4.6  Fertility, pregnancy and lactation

Pregnancy

There are limited data (less than 300 pregnancy outcomes) from the use of Saphnelo in pregnant
women.

Animal studies are inconclusive with respect to reproductive toxicity (see section 5.3).



Saphnelo is not recommended during pregnancy and in women of childbearing potential not using
contraception, unless the possible benefit justifies the potential risk.

Breast-feeding

It is not known whether anifrolumab is excreted in human milk. Anifrolumab was detected in the milk
of female cynomolgus monkeys (see section 5.3).

A risk to the suckling child cannot be excluded.
A decision must be made whether to discontinue breast-feeding or to discontinue from Saphnelo

therapy, taking into account the benefit of breast-feeding for the child and the benefit of therapy for
the woman.

Fertility
There are no fertility data in humans.

Animal studies show no adverse effects of anifrolumab on indirect measures of fertility (see
section 5.3).

4.7 Effects on ability to drive and use machines
Saphnelo has no or negligible influence on the ability to drive and use machines.
4.8 Undesirable effects

Summary of the safety profile

The most commonly reported adverse reactions during anifrolumab treatment were upper respiratory
tract infection (31%), bronchitis (10%), infusion-related reaction (9.4%) and herpes zoster (6.0%). The
most common serious adverse reaction was herpes zoster (0.4%).

Tabulated list of adverse reactions

Adverse reactions reported from controlled clinical trials and post-marketing data are classified by
MedDRA System Organ Class (SOC), see Table 1. Within each SOC, preferred terms are arranged by
decreasing frequency and then by decreasing seriousness. Frequencies of occurrence of adverse
reactions are defined as: very common (>1/10); common (>1/100 to <1/10); uncommon (>1/1 000 to
<1/100); rare (>1/10 000 to <1/1 000); very rare (<1/10 000) and not known (cannot be estimated from
available data).

Table 1 Adverse reactions

MedDRA SOC MedDRA Preferred Term Frequency

Infections and infestations | Upper respiratory tract infection™* Very common
Bronchitis* Very common
Herpes zoster Common
Respiratory tract infection™ Common

Immune system disorders Hypersensitivity Common
Anaphylactic reaction Uncommon®

Musculoskeletal and Arthralgia Not known

connective tissue disorders




MedDRA SOC MedDRA Preferred Term Frequency

Injury, poisoning and Infusion-related reaction* Common
procedural complications
*  Grouped terms: Upper respiratory tract infection (including Upper respiratory tract infection,
Nasopharyngitis, Pharyngitis); Bronchitis (including Bronchitis, Bronchitis viral, Tracheobronchitis);
Respiratory tract infection (including Respiratory tract infection, Respiratory tract infection viral, Respiratory
tract infection bacterial).
§ See ‘Description of selected adverse reactions’ below and section 4.4.
i Applies to intravenous infusion route of administration only.

Long-term safety

Patients who completed Trials 1 and 2 (Phase III intravenous trials) through Week 52 were eligible to
continue on treatment in a randomised, double-blind, placebo-controlled long-term extension (LTE)
for an additional 3 years (see section 5.1). The overall long-term safety profile of intravenous
anifrolumab was consistent with the 52-week trials.

Description of selected adverse reactions

Hypersensitivity

In controlled intravenous and subcutaneous clinical trials of 52-week treatment duration, the incidence
of hypersensitivity reactions was 2.5% in the anifrolumab group and 0.5% in the placebo group.
Hypersensitivity reactions were predominantly mild to moderate in intensity. One event of
hypersensitivity in the subcutaneous trial led to discontinuation of anifrolumab.

In the intravenous clinical trials of 52-week treatment duration, all hypersensitivity reactions were
reported within the first 6 infusions. One serious adverse reaction of hypersensitivity was reported
during the patient’s first infusion; the patient continued to receive anifrolumab with premedication
given for subsequent infusions.

In the SLE development program, anaphylactic reaction was reported in one patient, which occurred
following the intravenous administration of 150 mg anifrolumab, the patient was treated and recovered
(see section 4.4).

Infusion-related reactions

In the controlled intravenous clinical trials of 52-week treatment duration, the incidence of
infusion-related reactions was 9.4% in the anifrolumab group and 7.1% in the placebo group.
Infusion-related reactions were mild or moderate in intensity (the most common symptoms were
headache, nausea, vomiting, fatigue, and dizziness); none were serious, and none led to
discontinuation of anifrolumab. Infusion-related reactions were most commonly reported at the start of
treatment, on the first and second infusions, with fewer reports on subsequent infusions.

Respiratory infections

In the controlled intravenous and subcutaneous clinical trials of 52-week treatment duration, the
incidence rates for anifrolumab compared to placebo were: upper respiratory tract infection (30.9% vs
20.3%), bronchitis (10.2% vs 5.2%) and respiratory tract infection (3.0% vs 1.4%). Infections were
predominantly non-serious, mild or moderate in intensity and resolved without discontinuation of
anifrolumab therapy (see section 4.4).

Herpes zoster

In the controlled intravenous and subcutaneous clinical trials of 52-week treatment duration, the
incidence of herpes zoster infections was 6.0% in the anifrolumab group and 1.4% in the placebo
group (see section 4.4). The mean time to onset in patients receiving anifrolumab was 129 days (range
2-351 days).

In the LTE (intravenous administration), incidence rates decreased over time.



Herpes zoster infections were predominantly of localised cutaneous presentation, mild or moderate in
intensity and resolved without discontinuation of anifrolumab therapy. Cases with multidermatomal
involvement and cases of disseminated disease (including central nervous system involvement) have
been reported (see section 4.4).

Immunogenicity

In the intravenous Phase III trials, treatment-emergent anti-drug antibodies were detected in 6 out of
352 patients (1.7%) treated with anifrolumab at the recommended dosing regimen during the 60-week
study period.

In the LTE (years 2 through 4 on treatment), treatment-emergent anti-drug antibodies were detected in
an additional 5 patients treated with anifrolumab.

Due to methodological limitations, the clinical relevance of these findings is not known.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

In clinical trials, doses of up to 1 000 mg have been administered intravenously in patients with SLE
with no evidence of dose limiting toxicities.

There is no specific treatment for an overdose with anifrolumab. If overdose occurs, the patient should
be treated supportively with appropriate monitoring as necessary.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Immunosuppressants, Monoclonal antibodies, ATC code: LO4AG11

Mechanism of action

Anifrolumab is a human immunoglobulin G1 kappa monoclonal antibody that binds to subunit 1 of the
type I interferon receptor (IFNAR1) with high specificity and affinity. This binding inhibits type I IFN
signalling thereby blocking the biologic activity of type I IFNs. Anifrolumab also induces the
internalisation of IFNAR1, thereby reducing the levels of cell surface IFINAR1 available for receptor
assembly. Blockade of receptor mediated type I IFN signalling inhibits IFN responsive gene
expression as well as downstream inflammatory and immunological processes. Inhibition of type I
IFN blocks plasma cell differentiation and normalises peripheral T-cell subsets, restoring the balance
between adaptive and innate immunity that is dysregulated in SLE.

Pharmacodynamic effects

In adult patients with SLE, administration of anifrolumab at doses >300 mg, via intravenous infusion
every 4 weeks demonstrated consistent neutralisation (>80%) of a 21 gene type I interferon
pharmacodynamic (PD) signature in blood. This suppression occurred as early as 4 weeks
post-treatment and was either maintained or further suppressed over the 52-week treatment period.
Following withdrawal of anifrolumab at the end of the 52-week treatment period in the SLE clinical



trials, the type I IFN PD signature in blood samples returned to baseline levels within 8 to 12 weeks.
Anifrolumab 150 mg intravenous showed <20% suppression of the gene signature at early timepoints,
that reached a maximum of <60% by the end of the treatment period.

In SLE patients with positive anti-dsDNA antibodies at baseline, treatment with anifrolumab 300 mg
led to numerical reductions in anti-dsDNA antibodies over time through Week 52.

In patients with low complement levels (C3 and C4), increases in complement levels were observed in
patients receiving anifrolumab 300 mg through Week 52.

Clinical efficacy

The safety and efficacy of anifrolumab were evaluated in two 52-week treatment period, multicentre,
randomised, double-blind, placebo-controlled, Phase III studies (Trial 1 [TULIP 1] and Trial 2
[TULIP 2]). Patients were diagnosed with SLE according to the American College of Rheumatology
(1997) classification criteria.

All patients were >18 years of age and had moderate to severe disease, with a SLE Disease Activity
Index 2000 (SLEDAI-2K) score >6 points, organ level involvement based on British Isles Lupus
Assessment Group (BILAG) assessment, and a Physician’s Global Assessment [PGA] score >1,
despite receiving standard SLE therapy consisting of either one or any combination of oral
corticosteroids (OCS), antimalarials and/or immunosuppressants at baseline. With the exception of
OCS (prednisone or equivalent) where tapering was a component of the protocol, patients continued to
receive their existing SLE therapy at stable doses during the clinical trials. Patients who had severe
active lupus nephritis and patients who had severe active central nervous system lupus were excluded.
The use of other biologic agents and cyclophosphamide were not permitted during the clinical trials.
Patients receiving other biologic therapies were required to complete a wash-out period of at least

5 half-lives prior to enrolment. Both studies were conducted in North America, Europe, South
America and Asia. Patients received anifrolumab or placebo, administered by intravenous infusion,
every 4 weeks.

Trial 1 (N=457) and Trial 2 (N=362) were similar in design.

In Trial 1 the primary endpoint was SLE Responder Index (SRI-4) response, defined as meeting each

of the following criteria at Week 52 compared with baseline:

o Reduction from baseline of >4 points in the SLEDAI-2K;

o No new organ system affected as defined by 1 or more BILAG A or 2 or more BILAG B items
compared to baseline;

o No worsening from baseline in the lupus disease activity defined by an increase >0.30 points on
a 3-point PGA visual analogue scale (VAS);

o No use of restricted medication beyond the protocol-allowed thresholds;

o No discontinuation of treatment.

In Trial 2 the primary endpoint was British Isles Lupus Assessment Group based Composite Lupus

Assessment (BICLA) response at Week 52, defined as improvement in all organ domains with

moderate or severe activity at baseline:

. Reduction of all baseline BILAG A to B/C/D and baseline BILAG B to C/D, and no BILAG
worsening in other organ systems, as defined by >1 new BILAG A or >2 new BILAG B;

o No worsening from baseline in SLEDAI-2K, where worsening is defined as an increase from
baseline of >0 points;

o No worsening from baseline in lupus disease activity, where worsening is defined by an
increase >0.30 points on a 3-point PGA VAS;

o No use of restricted medication beyond the protocol-allowed thresholds;

o No discontinuation of treatment.



The secondary efficacy endpoints included in both studies included maintenance of OCS reduction
and annual flare rate. Both studies evaluated the efficacy of anifrolumab 300 mg versus placebo.

Patient demographics were generally similar in both trials; the median age was 41.3 and 42.1 years
(range 18-69), 4.4% and 1.7% were >65 years of age, 92% and 93% were female, 71% and 60% were
White, 14% and 12% were Black/African American, and 5% and 17% were Asian, in Trials 1 and 2
respectively. In both trials, 72% of patients had high disease activity (SLEDAI-2K score >10). In
Trials 1 and 2 respectively, 48% and 49% had severe disease (BILAG A) in at least 1 organ system
and 46% and 47% of patients had moderate disease (BILAG B) in at least 2 organ systems. The most

commonly affected organ systems (BILAG A or B at baseline) were the mucocutaneous (Trial 1: 87%,

Trial 2: 85%) and musculoskeletal (Trial 1: 89%, Trial 2: 88%) systems.

In Trials 1 and 2, 90% of patients (both trials) were seropositive for anti-nuclear antibodies (ANA),
and 45% and 44% for anti-double-stranded DNA (anti-dsDNA) antibodies; 34% and 40% of patients
had low C3, and 21% and 26% had low C4.

Baseline concomitant standard therapy medications included oral corticosteroids (Trial 1: 83%,

Trial 2: 81%), antimalarials (Trial 1: 73%, Trial 2: 70%) and immunosuppressants (Trial 1: 47%,
Trial 2: 48%; including azathioprine, methotrexate, mycophenolate and mizoribine). For those patients
taking OCS (prednisone or equivalent) at baseline, the mean daily dose was 12.3 mg in Trial 1 and
10.7 mg in Trial 2. During Weeks 8-40, patients with a baseline OCS >10 mg/day were required to
taper their OCS dose to <7.5 mg/day, unless there was worsening of disease activity.

For BICLA and SRI-4 response, patients who withdrew from treatment prior to Week 52 were

considered non-responders. In Trial 1 and 2 respectively, 35 (19%) and 27 (15%) patients receiving
anifrolumab, and 38 (21%) and 52 (29%) patients receiving placebo withdrew from treatment prior to
Week 52. The results are presented in Table 2.

Table 2 Efficacy results in adults with SLE in Trial 1 and Trial 2
Trial 1 Trial 2
Anifrolumab Placebo Anifrolumab Placebo
300 mg 300 mg
BICLA response at Week 52*
Responder rate, % (n/N) 47.1 30.2 47.8 31.5
(85/180) (55/184) (86/180) (57/182)
Difference % (95% CI) 17.0 (7.2, 26.8) 16.3 (6.3, 26.3)
Components of BICLA response:
BILAG improvement, n (%) * 85 (47.2) 58 (31.5) 88 (48.9) 59 (32.4)
No worsening of SLEDAI-2K, n 121 (67.2) 104 (56.5) 122 (67.8) 94 (51.6)
(%) *
No worsening of PGA, n (%) * 117 (65.0) 105 (57.1) 122 (67.8) 95 (52.2)
No discontinuation of treatment, n 145 (80.6) 146 (79.3) 153 (85.0) 130 (71.4)
(%)
No use of restricted medication 140 (77.8) 128 (69.6) 144 (80.0) 123 (67.6)
beyond protocol allowed threshold,
n (%)
SRI-4 response at Week 52*
Responder rate, % (n/N) f 49.0 43.0 55.5 37.3
(88/180) (79/184) (100/180) (68/182)
Difference % (95% CI) 6.0 (-4.2,16.2) 18.2 (8.1, 28.3)
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Trial 1 Trial 2
Anifrolumab Placebo Anifrolumab Placebo
300 mg 300 mg
Sustained OCS reduction *
Responder rate, % (n/N) f 49.7 33.1 51.5 30.2
(51/103) (34/102) (45/87) (25/83)
Difference % (95% CI) 16.6 (3.4, 29.8) 21.2 (6.8, 35.7)
Flare rate
Annualised flare rate estimate, 0.57 0.68 0.43 0.64
(95% CI) (0.43,0.76) (0.52, 0.90) (0.31, 0.59) (0.47, 0.86)

Rate ratio estimate (95% CI) 0.83 (0.61, 1.15) 0.67 (0.48, 0.94)

BICLA: British Isles Lupus Assessment Group-based Composite Lupus Assessment; BILAG: British Isles

Lupus Assessment Group, PGA: Physician’s Global Assessment; SLEDAI-2K: Systemic Lupus Erythematosus

Disease Activity Index 2000; SRI-4: SLE Responder Index.

All patients received standard therapy.
BICLA and SRI-4 are based on the composite estimand where treatment discontinuation or restricted
medication use are part of the response criteria.

1 Patients who discontinued treatment or used restricted medications beyond protocol allowed threshold are
considered non-responders.

t Subgroup of patients with OCS >10 mg/day at baseline. Responders were defined as patients with OCS
reduction to <7.5 mg/day at Week 40, maintained through Week 52.

Long-term extension

Patients who completed Trials 1 and 2 (feeder trials) through Week 52 were eligible to continue on
treatment in a randomised, double-blind, placebo-controlled, 3-year LTE. Patients who had received
anifrolumab, either 150 mg or 300 mg, in Trials 1 and 2 received anifrolumab 300 mg in the LTE.
Patients who had received placebo in Trials 1 and 2 were re-randomised 1:1 to receive either
anifrolumab 300 mg or placebo, giving an approximate anifrolumab 300 mg: placebo ratio of 4:1 in
the LTE.

Long-term efficacy was evaluated in patients who received anifrolumab 300 mg or placebo in a feeder
trial and continued to receive the same treatment in the LTE (anifrolumab N=257; placebo N=112). Of
these, 69% of patients who received anifrolumab (177/257) and 46% of patients who received placebo
(52/112) completed a total of 4 years on treatment. At Week 208, the mean SLEDAI-2K score (SE)
was 3.4 (0.25) and 4.0 (0.46) in patients who received anifrolumab (n=140) and placebo (n=44)
respectively.

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
anifrolumab in one or more subset of the paediatric population in treatment of systemic lupus
erythematosus (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

The pharmacokinetics (PK) of anifrolumab was studied in adult patients with SLE following
intravenous doses ranging from 100 to 1 000 mg administered once every 4 weeks and subcutaneous
weekly doses of 120 mg and in healthy volunteers following a single intravenous or subcutaneous

dose.

Anifrolumab exhibits nonlinear PK in the dose range of 100 mg to 1 000 mg. PK exposure decreased
more rapidly at doses lower than 300 mg every 4 weeks (the recommended intravenous dose).
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Absorption

Anifrolumab is administered by intravenous infusion.
Distribution

Based on population PK analysis, the estimated central and peripheral volumes of distribution for
anifrolumab were 3.48 L and 1.72 L, respectively for a 68 kg patient.

Biotransformation

Anifrolumab is a protein, therefore specific metabolism studies have not been conducted.

Anifrolumab is eliminated by target IFNAR-mediated elimination pathway and reticuloendothelial
system where anifrolumab is expected to be degraded, into small peptides and individual amino acids,
by proteolytic enzymes that are widely distributed in the body.

Elimination

Due to saturation of IFNAR1-mediated clearance at higher doses, exposure increases are
greater-than-dose-proportional.

From population PK modelling the estimated typical systemic clearance (CL) was 0.146 L/day.
Following long-term observations, the clearance of anifrolumab was found to be stable in years 2
through 4 on treatment.

Based on population PK analysis, serum concentrations were below detection in the majority (95%) of
patients approximately 16 weeks after the last dose of anifrolumab, when anifrolumab has been dosed

for one year.

Special populations

There was no clinically meaningful difference in systemic clearance based on age, race, ethnicity,
region, gender, IFN status or body weight that requires dose adjustment.

Elderly
Based on the population PK analysis, age (range 18 to 70 years) did not impact the clearance of
anifrolumab; the population PK dataset included 33 (3%) patients >65 years of age.

Renal impairment

No specific clinical studies have been conducted to investigate the effect of renal impairment on
anifrolumab. Based on population PK analyses, anifrolumab clearance was comparable in SLE
patients with mild (60-89 ml/min/1.73 m?) and moderate decrease in eGFR (30-59 ml/min/1.73 m?)
values and patients with normal renal function (>90 ml/min/1.73 m?). SLE patients with a severe
decrease in eGFR or end-stage renal disease (<30 ml/min/1.73 m?) were excluded from the clinical
trials; anifrolumab is not cleared renally.

Patients with urine protein/creatinine ratio (UPCR) >2 mg/mg were excluded from the clinical trials.
Based on population PK analyses, increased UPCR did not significantly affect anifrolumab clearance.

Hepatic impairment
No specific clinical studies have been conducted to investigate the effect of hepatic impairment on
anifrolumab.

As an IgG1 monoclonal antibody, anifrolumab is principally eliminated via catabolism and is not

expected to undergo metabolism via hepatic enzymes, as such changes in hepatic function are unlikely
to have any effect on the elimination of anifrolumab. Based on population PK analyses, baseline
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hepatic function biomarkers (ALT and AST <2.0 x ULN, and total bilirubin) had no clinically relevant
effect on anifrolumab clearance.

Interactions

Based on population PK analyses, concomitant use of oral corticosteroids, antimalarials,
immunosuppressants (including azathioprine, methotrexate, mycophenolate and mizoribine),
NSAIDS, ACE inhibitors, HMG-CoA reductase inhibitors did not significantly influence the PK of
anifrolumab.

5.3 Preclinical safety data

Non-clinical

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology or repeated dose toxicity studies in cynomolgus monkeys.

Mutagenicity and carcinogenicity

Anifrolumab is a monoclonal antibody, as such genotoxicity and carcinogenicity studies have not been
conducted.

In rodent models of IFNARI1 blockade, increased carcinogenic potential has been observed. The
clinical relevance of these findings is unknown.

Reproductive toxicity

Developmental toxicity

In a pre- and postnatal development study, conducted in cynomolgus monkeys, there was an increased
incidence of embryo-foetal loss; the incidence of these findings were within historical control values
and were not statistically significant. The relevance of these findings to humans is not known. No
maternal, or postnatal developmental effects were observed for exposures up to approximately
28-times the maximum recommended human dose (MRHD) on an AUC basis. Based on the available
data, a potential effect of anifrolumab on conception and implantation cannot be excluded.

Fertility

Effects on male and female fertility have not been directly evaluated in animal studies. In the 9-month
repeat-dose study, there were no anifrolumab-related adverse effects on indirect measures of male or
female fertility, based on semen analysis, spermatogenesis staging, menses cycle, organ weights and
histopathological findings in the reproductive organs, in cynomolgus monkeys at approximately
58-times the intravenous MRHD and 52-times the subcutaneous MRHD, on an AUC basis.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Histidine

Histidine hydrochloride monohydrate
Lysine hydrochloride

Trehalose dihydrate

Polysorbate 80 (E 433)

Water for injections
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6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3  Shelf life
Unopened vial
3 years.

Diluted solution for infusion

Chemical and physical in-use stability has been demonstrated for 24 hours at 2 °C — 8 °C and for
4 hours at 25 °C.

From a microbiological point of view, the product should be used immediately after dilution. If not
used immediately, in-use storage times and conditions prior to use are the responsibility of the user
and would normally not be longer than 24 hours at 2 °C — 8 °C.

6.4 Special precautions for storage

Unopened vial

Store in a refrigerator (2 °C — 8 °C).
Store in the original package in order to protect from light.
Do not freeze, shake or expose to heat.

Diluted solution for infusion

For storage conditions after dilution of the medicinal product, see section 6.3.
6.5 Nature and contents of container

2.0 ml of concentrate in a clear type I glass vial with an elastomeric stopper and a gray flip-off
aluminium seal.

Pack size of 1 vial.
6.6  Special precautions for disposal and other handling

Saphnelo is supplied as a single-dose vial. The solution for infusion should be prepared and
administered by a healthcare professional, using aseptic technique as follows:

Preparation of solution

1. Visually inspect the vial for particulate matter and discolouration. Saphnelo is a clear to
opalescent, colourless to slightly yellow solution. Discard the vial if the solution is cloudy,
discoloured or visible particles are observed. Do not shake the vial.

2. Dilute 2.0 ml of Saphnelo solution for infusion in an infusion bag to 50 ml or 100 ml with
sodium chloride 9 mg/ml (0.9%) solution for injection.

3. Mix the solution by gentle inversion. Do not shake.

4. Any concentrate remaining in the vial must be discarded.
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5. It is recommended that the solution for infusion should be administered immediately after
preparation. If the solution for infusion has been stored in a refrigerator (see section 6.3), allow
it to reach room temperature (15 °C — 25 °C) prior to administration.

Disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER
AstraZeneca AB

SE-151 85

Sodertilje

Sweden

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/21/1623/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 14 February 2022

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency https://www.ema.europa.eu.

15



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Saphnelo 120 mg solution for injection in pre-filled syringe

Saphnelo 120 mg solution for injection in pre-filled pen

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each pre-filled syringe contains 120 mg of anifrolumab* in 0.8 ml.

Each pre-filled pen contains 120 mg of anifrolumab* in 0.8 ml.

* Anifrolumab is a human, immunoglobulin G1 kappa (IgG1«x) monoclonal antibody produced in
mouse myeloma cells (NS0) by recombinant DNA technology.

Excipient with known effect

Each pre-filled syringe/pre-filled pen contains 0.4 mg polysorbate 80.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Solution for injection (injection)

Clear to opalescent, colourless to slightly yellow, pH 5.9 solution.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Saphnelo is indicated as an add-on therapy for the treatment of adult patients with moderate to severe,
active autoantibody-positive systemic lupus erythematosus (SLE), despite standard therapy.

4.2 Posology and method of administration
Treatment should be initiated and supervised by a physician experienced in the treatment of SLE.

A patient may self-inject or the patient caregiver may administer Saphnelo subcutaneously after the
healthcare professional determines that it is appropriate. The healthcare professional should provide
proper training in subcutaneous injection technique according to the ‘Instructions for Use’ and
education about signs and symptoms of hypersensitivity reactions (see section 4.4).

Posology

The recommended dose is 120 mg administered as a subcutaneous injection every week.

Missed dose
If a subcutaneous dose is missed, instruct the patient to administer Saphnelo as soon as they
remember. Thereafter, the patient can start a new weekly schedule from the day that the missed dose
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was administered or resume dosing on their usual day of administration providing that a minimum
interval of 3 days is maintained between injections.

Special populations

Elderly
No dose adjustment is required. There is limited information in subjects aged >65 years (n=33); no
data are available in patients over 75 years of age (see section 5.2).

Renal impairment
No dose adjustment is required. There is no experience in patients with severe renal impairment or
end-stage renal disease (see section 5.2).

Hepatic impairment
No dose adjustment is required (see section 5.2).

Paediatric population
The safety and efficacy of Saphnelo in children and adolescents (aged <18 years old) have not yet

been established. No data are available.

Method of administration

For subcutaneous use.

Saphnelo is administered as a subcutaneous injection into the thigh or abdomen, except for the 5 cm
around the navel. If a healthcare professional or caregiver administers the injection, the upper arm can
also be used. It should not be injected into areas where the skin is tender, bruised, erythematous or
hardened. When injecting in the same region, patients should be advised to use an injection site that is
at least 3 cm away from the last injection site.

Comprehensive instructions for subcutaneous administration of Saphnelo in a pre-filled syringe or
pre-filled pen are provided in the ‘Instructions for Use’.

Transitioning between routes of administration

If transitioning a patient from intravenous administration to subcutaneous administration, the first
subcutaneous injection should be administered approximately 2 weeks after the last intravenous dose.
If transitioning a patient from subcutaneous administration to intravenous administration, the first
intravenous infusion should be administered approximately 3 to 4 weeks after the last subcutaneous
dose.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

4.4 Special warnings and precautions for use

Traceability

In order to improve the traceability of biological medicinal products, the name and the batch number
of the administered product should be clearly recorded.

Patient groups excluded from clinical studies

Anifrolumab has not been studied in combination with other biologic therapies, including
B-cell-targeted therapies. Therefore, treatment with anifrolumab is not recommended in combination
with biologic therapies.
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Anifrolumab has not been studied in patients with severe active central nervous system lupus or severe
active lupus nephritis (see section 5.1).

Hypersensitivity

Serious hypersensitivity reactions including anaphylaxis have been reported following administration
of anifrolumab (see section 4.8).

In the intravenous and subcutaneous clinical trials of 52-week treatment duration, serious
hypersensitivity reactions (including angioedema) were reported for 0.5% of patients receiving
anifrolumab.

If a serious hypersensitivity reaction (e.g., anaphylaxis) occurs, administration of anifrolumab should
be interrupted immediately, and appropriate therapy initiated.

Infections

Anifrolumab increases the risk of respiratory infections and herpes zoster (disseminated herpes zoster
events have been observed), see section 4.8. SLE patients also taking immunosuppressants may be at
higher risk of herpes zoster infections.

In controlled-clinical trials serious and sometimes fatal infections (including pneumonia) occurred,
including in patients receiving anifrolumab.

Due to the mechanism of action, anifrolumab should be used with caution in patients with a chronic
infection, a history of recurrent infections, or known risk factors for infection. Treatment with
anifrolumab should not be initiated in patients with any clinically significant active infection until the
infection resolves or is adequately treated. Patients should be instructed to seek medical advice if signs
or symptoms of clinically significant infection occur. If a patient develops an infection, or is not
responding to standard therapy, they should be closely monitored and careful consideration given to
interrupting anifrolumab therapy until the infection resolves.

Studies in patients with a history of primary immunodeficiency have not been conducted.

The placebo-controlled clinical trials excluded patients with a history of active TB or latent TB in
whom an adequate course of treatment could not be confirmed. Anti-tuberculosis (anti-TB) therapy
should be considered prior to initiation of anifrolumab in patients with untreated latent TB.
Anifrolumab should not be administered to patients with active TB.

Immunisations
Prior to initiating therapy, completion of all appropriate immunisations should be considered
according to current immunisation guidelines. Concurrent use of live or attenuated vaccines should be

avoided in patients treated with anifrolumab.

Immune responses to non-live vaccines have been assessed in a small number of patients (see
section 4.5).

Malignancy

The impact of treatment with anifrolumab on the potential development of malignancies is not known.
Studies in patients with a history of malignancy have not been conducted; however, patients with
squamous or basal cell skin cancers and uterine cervical cancer that had been fully excised or
adequately treated were eligible for enrolment in the SLE clinical trials.

18



In the intravenous and subcutaneous clinical trials of 52-week treatment duration, malignant neoplasm
(including non-melanoma skin cancers) was reported for 1.1% of patients receiving anifrolumab
compared to 0.5% patients receiving placebo (exposure-adjusted incidence rate [EAIR]: 1.1 and 0.5
events per 100 patient years [PY], respectively). Malignancies excluding non-melanoma skin cancers
were observed in 0.5% and 0.5% of patients receiving anifrolumab and placebo, respectively. In
patients receiving anifrolumab, breast and squamous cell carcinoma were the malignancies observed
in more than one patient.

Individual benefit-risk should be considered in patients with known risk factors for the development or
reoccurrence of malignancy. Caution should be exercised when considering continuing therapy for

patients who develop malignancy.

Excipient with known effect

This medicinal product contains 0.4 mg of polysorbate 80 (E 433) in each pre-filled syringe/pre-filled
pen, which is equivalent to 0.5 mg/ml. Polysorbates may cause allergic reactions.

4.5 Interaction with other medicinal products and other forms of interaction

No interaction studies have been performed.

Anifrolumab is not expected to undergo metabolism by hepatic enzymes or renal elimination.

The formation of some CYP450 enzymes is suppressed by increased levels of certain cytokines during
chronic inflammation. Anifrolumab modestly suppresses the levels of some cytokines; the impact on
CYP450 activity is unknown. In patients who are being treated with other medicines that are CYP
substrates with a narrow therapeutic index, where the dose is individually adjusted (e.g., warfarin),

therapeutic monitoring is recommended.

Immune response

Non-live vaccines

Immune response to non-live seasonal influenza vaccine was assessed in a small number of adult
patients with moderate to severe SLE in an exploratory study. Humoral antibody responses induced by
seasonal influenza virus vaccination were numerically comparable between patients receiving
anifrolumab in addition to standard of care and those receiving standard of care alone.

Live vaccines

The concurrent use of anifrolumab with live and live-attenuated vaccines has not been studied (see
section 4.4).

4.6 Fertility, pregnancy and lactation

Pregnancy

There are limited data (less than 300 pregnancy outcomes) from the use of Saphnelo in pregnant
women.

Animal studies are inconclusive with respect to reproductive toxicity (see section 5.3).

Saphnelo is not recommended during pregnancy and in women of childbearing potential not using
contraception, unless the possible benefit justifies the potential risk.

Breast-feeding

It is not known whether anifrolumab is excreted in human milk. Anifrolumab was detected in the milk
of female cynomolgus monkeys (see section 5.3).
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A risk to the suckling child cannot be excluded.
A decision must be made whether to discontinue breast-feeding or to discontinue from Saphnelo

therapy, taking into account the benefit of breast-feeding for the child and the benefit of therapy for
the woman.

Fertility
There are no fertility data in humans.

Animal studies show no adverse effects of anifrolumab on indirect measures of fertility (see
section 5.3).

4.7 Effects on ability to drive and use machines
Saphnelo has no or negligible influence on the ability to drive and use machines.
4.8 Undesirable effects

Summary of the safety profile

The most commonly reported adverse reactions during anifrolumab treatment were upper respiratory
tract infection (31%), bronchitis (10%), infusion-related reaction (9.4%) and herpes zoster (6.0%). The
most common serious adverse reaction was herpes zoster (0.4%).

Tabulated list of adverse reactions

Adverse reactions reported from controlled clinical trials and post-marketing data are classified by
MedDRA System Organ Class (SOC), see Table 1. Within each SOC, preferred terms are arranged by
decreasing frequency and then by decreasing seriousness. Frequencies of occurrence of adverse
reactions are defined as: very common (>1/10); common (>1/100 to <1/10); uncommon (>1/1 000 to
<1/100); rare (=1/10 000 to <1/1 000); very rare (<1/10 000) and not known (cannot be estimated from
available data).

Table 1 Adverse reactions

MedDRA SOC MedDRA Preferred Term Frequency

Infections and infestations | Upper respiratory tract infection* Very common
Bronchitis* Very common
Herpes zoster Common
Respiratory tract infection* Common

Immune system disorders Hypersensitivity Common
Anaphylactic reaction Uncommon?®

Musculoskeletal and Arthralgia Not known

connective tissue disorders

Injury, poisoning and Infusion-related reaction* Common

procedural complications

*  Grouped terms: Upper respiratory tract infection (including Upper respiratory tract infection,
Nasopharyngitis, Pharyngitis); Bronchitis (including Bronchitis, Bronchitis viral, Tracheobronchitis);
Respiratory tract infection (including Respiratory tract infection, Respiratory tract infection viral, Respiratory
tract infection bacterial).

See ‘Description of selected adverse reactions’ below and section 4.4.

Applies to intravenous infusion route of administration only.

i LOn
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Long-term safety:

Patients who completed Trials 1 and 2, the Phase III intravenous trials through Week 52 were eligible
to continue on treatment in a randomised, double-blind, placebo-controlled long-term extension (LTE)
for an additional 3 years (see section 5.1). The overall long-term safety profile of intravenous
anifrolumab was consistent with the 52-week trials.

Description of selected adverse reactions

Hypersensitivity

In controlled intravenous and subcutaneous clinical trials of 52-week treatment duration, the incidence
of hypersensitivity reactions was 2.5% in the anifrolumab group and 0.5% in the placebo group.
Hypersensitivity reactions were predominantly mild to moderate in intensity. One event of
hypersensitivity in the subcutaneous trial led to discontinuation of anifrolumab.

In the intravenous clinical trials of 52-week treatment duration, all hypersensitivity reactions were
reported within the first 6 infusions. One serious adverse reaction of hypersensitivity was reported
during the patient’s first infusion; the patient continued to receive anifrolumab with premedication
given for subsequent infusions.

In the SLE development program, anaphylactic reaction was reported in one patient, which occurred
following the intravenous administration of 150 mg anifrolumab, the patient was treated and recovered
(see section 4.4).

Infusion-related reactions

In the controlled intravenous clinical trials of 52-week treatment duration, the incidence of
infusion-related reactions was 9.4% in the anifrolumab group and 7.1% in the placebo group.
Infusion-related reactions were mild or moderate in intensity (the most common symptoms were
headache, nausea, vomiting, fatigue, and dizziness); none were serious, and none led to
discontinuation of anifrolumab. Infusion-related reactions were most commonly reported at the start of
treatment, on the first and second infusions, with fewer reports on subsequent infusions.

Respiratory infections

In controlled intravenous and subcutaneous clinical trials of 52-week treatment duration, the incidence
rates for anifrolumab compared to placebo were: upper respiratory tract infection (30.9% vs 20.3%),
bronchitis (10.2% vs 5.2%) and respiratory tract infection (3.0% vs 1.4%). Infections were
predominantly non-serious, mild or moderate in intensity and resolved without discontinuation of
anifrolumab therapy (see section 4.4).

Herpes zoster

In the controlled intravenous and subcutaneous clinical trials of 52-week treatment duration, the
incidence of herpes zoster infections was 6.0% in the anifrolumab group and 1.4% in the placebo
group (see section 4.4). The mean time to onset in patients receiving anifrolumab was 129 days (range
2-351 days).

In the LTE (intravenous administration), incidence rates decreased over time.
Herpes zoster infections were predominantly of localised cutaneous presentation, mild or moderate in
intensity and resolved without discontinuation of anifrolumab therapy. Cases with multidermatomal

involvement and cases of disseminated disease (including central nervous system involvement) have
been reported (see section 4.4).
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Immunogenicity

In the intravenous Phase III trials, treatment-emergent anti-drug antibodies were detected in 6 out of
352 patients (1.7%) treated with anifrolumab at the recommended dosing regimen during the 60-week
study period.

In the LTE (years 2 through 4 on treatment), treatment-emergent anti-drug antibodies were detected in
an additional 5 patients treated with anifrolumab.

Due to methodological limitations, the clinical relevance of these findings is not known.
In the subcutaneous Phase III trial, treatment-emergent anti-drug antibodies were detected in 6 out of
107 patients (5.6%) treated with anifrolumab during the 52-week treatment period, no neutralising

antibodies were detected.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

In clinical trials, doses of up to 1 000 mg have been administered intravenously in patients with SLE
with no evidence of dose limiting toxicities.

There is no specific treatment for an overdose with anifrolumab. If overdose occurs, the patient should
be treated supportively with appropriate monitoring as necessary.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Immunosuppressants, Monoclonal antibodies, ATC code: LO4AG11

Mechanism of action

Anifrolumab is a human immunoglobulin G1 kappa monoclonal antibody that binds to subunit 1 of the
type I interferon receptor (IFNAR1) with high specificity and affinity. This binding inhibits type I IFN
signalling thereby blocking the biologic activity of type I IFNs. Anifrolumab also induces the
internalisation of IFNAR1, thereby reducing the levels of cell surface IFINAR1 available for receptor
assembly. Blockade of receptor mediated type I IFN signalling inhibits IFN responsive gene
expression as well as downstream inflammatory and immunological processes. Inhibition of type I
IFN blocks plasma cell differentiation and normalises peripheral T-cell subsets, restoring the balance
between adaptive and innate immunity that is dysregulated in SLE.

Pharmacodynamic effects

In adult patients with SLE, administration of anifrolumab >300 mg intravenous every 4 weeks and
120 mg subcutaneous once weekly, demonstrated consistent neutralisation (=80%) of a 21 gene type |
interferon pharmacodynamic (PD) signature in blood. This suppression occurred as early as 4 weeks
post-treatment and was either maintained or further suppressed over the 52-week treatment period.
Following withdrawal of anifrolumab at the end of the 52-week treatment period in the SLE clinical
trials, the type I IFN PD signature in blood samples returned to baseline levels within 8 to 12 weeks.
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Anifrolumab 150 mg (intravenous) showed <20% suppression of the gene signature at early
timepoints, that reached a maximum of <60% by the end of the treatment period.

In SLE patients with positive anti-dsDNA antibodies at baseline, intravenous treatment with
anifrolumab 300 mg led to numerical reductions in anti-dsDNA antibodies over time through
Week 52.

In patients with low complement levels (C3 and C4), increases in complement levels were observed in
patients receiving anifrolumab 300 mg intravenously through Week 52.

Clinical efficacy

Intravenous administration

The safety and efficacy of anifrolumab were evaluated in two 52-week treatment period, multicentre,
randomised, double-blind, placebo-controlled, Phase III studies (Trial 1 [TULIP 1] and Trial 2
[TULIP 2]). Patients were diagnosed with SLE according to the American College of Rheumatology
(1997) classification criteria.

All patients were >18 years of age and had moderate to severe disease, with a SLE Disease Activity
Index 2000 (SLEDAI-2K) score >6 points, organ level involvement based on British Isles Lupus
Assessment Group (BILAG) assessment, and a Physician’s Global Assessment [PGA] score >1,
despite receiving standard SLE therapy consisting of either one or any combination of oral
corticosteroids (OCS), antimalarials and/or immunosuppressants at baseline. With the exception of
OCS (prednisone or equivalent) where tapering was a component of the protocol, patients continued to
receive their existing SLE therapy at stable doses during the clinical trials. Patients who had severe
active lupus nephritis and patients who had severe active central nervous system lupus were excluded.
The use of other biologic agents and cyclophosphamide were not permitted during the clinical trials.
Patients receiving other biologic therapies were required to complete a wash-out period of at least

5 half-lives prior to enrolment. Both studies were conducted in North America, Europe, South
America and Asia. Patients received anifrolumab or placebo, administered by intravenous infusion,
every 4 weeks.

Trial 1 (N=457) and Trial 2 (N=362) were similar in design.

In Trial 1 the primary endpoint was SLE Responder Index (SRI-4) response, defined as meeting each

of the following criteria at Week 52 compared with baseline:

o Reduction from baseline of >4 points in the SLEDAI-2K;

o No new organ system affected as defined by 1 or more BILAG A or 2 or more BILAG B items
compared to baseline;

o No worsening from baseline in the lupus disease activity defined by an increase >0.30 points on
a 3-point PGA visual analogue scale (VAS);

o No use of restricted medication beyond the protocol-allowed thresholds;

o No discontinuation of treatment.

In Trial 2 the primary endpoint was British Isles Lupus Assessment Group based Composite Lupus

Assessment (BICLA) response at Week 52, defined as improvement in all organ domains with

moderate or severe activity at baseline:

. Reduction of all baseline BILAG A to B/C/D and baseline BILAG B to C/D, and no BILAG
worsening in other organ systems, as defined by >1 new BILAG A or >2 new BILAG B;

o No worsening from baseline in SLEDAI-2K, where worsening is defined as an increase from
baseline of >0 points;

o No worsening from baseline in lupus disease activity, where worsening is defined by an
increase >0.30 points on a 3-point PGA VAS;

o No use of restricted medication beyond the protocol-allowed thresholds;

o No discontinuation of treatment.
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The secondary efficacy endpoints included in both studies included maintenance of OCS reduction
and annual flare rate. Both studies evaluated the efficacy of anifrolumab 300 mg versus placebo.

Patient demographics were generally similar in both trials; the median age was 41.3 and 42.1 years
(range 18-69), 4.4% and 1.7% were >65 years of age, 92% and 93% were female, 71% and 60% were
White, 14% and 12% were Black/African American, and 5% and 17% were Asian, in Trials 1 and 2
respectively. In both trials, 72% of patients had high disease activity (SLEDAI-2K score >10). In
Trials 1 and 2 respectively, 48% and 49% had severe disease (BILAG A) in at least 1 organ system
and 46% and 47% of patients had moderate disease (BILAG B) in at least 2 organ systems. The most

commonly affected organ systems (BILAG A or B at baseline) were the mucocutaneous (Trial 1: 87%,

Trial 2: 85%) and musculoskeletal (Trial 1: 89%, Trial 2: 88%) systems.

In Trials 1 and 2, 90% of patients (both trials) were seropositive for anti-nuclear antibodies (ANA),
and 45% and 44% for anti-double-stranded DNA (anti-dsDNA) antibodies; 34% and 40% of patients
had low C3, and 21% and 26% had low C4.

Baseline concomitant standard therapy medications included oral corticosteroids (Trial 1: 83%,

Trial 2: 81%), antimalarials (Trial 1: 73%, Trial 2: 70%) and immunosuppressants (Trial 1: 47%,
Trial 2: 48%; including azathioprine, methotrexate, mycophenolate and mizoribine). For those patients
taking OCS (prednisone or equivalent) at baseline, the mean daily dose was 12.3 mg in Trial 1 and
10.7 mg in Trial 2. During Weeks 8-40, patients with a baseline OCS >10 mg/day were required to
taper their OCS dose to <7.5 mg/day, unless there was worsening of disease activity.

For BICLA and SRI-4 response, patients who withdrew from treatment prior to Week 52 were

considered non-responders. In Trial 1 and 2 respectively, 35 (19%) and 27 (15%) patients receiving
anifrolumab, and 38 (21%) and 52 (29%) patients receiving placebo withdrew from treatment prior to
Week 52. The results are presented in Table 2.

Table 2 Efficacy results in adults with SLE in Trial 1 and Trial 2
Trial 1 Trial 2
Anifrolumab Placebo Anifrolumab Placebo
300 mg 300 mg
BICLA response at Week 52*
Responder rate, % (n/N) 47.1 30.2 47.8 31.5
(85/180) (55/184) (86/180) (57/182)
Difference % (95% CI) 17.0 (7.2, 26.8) 16.3 (6.3, 26.3)
Components of BICLA response:
BILAG improvement, n (%) * 85 (47.2) 58 (31.5) 88 (48.9) 59 (32.4)
No worsening of SLEDAI-2K, n 121 (67.2) 104 (56.5) 122 (67.8) 94 (51.6)
(%) '
No worsening of PGA, n (%) * 117 (65.0) 105 (57.1) 122 (67.8) 95 (52.2)
No discontinuation of treatment, n 145 (80.6) 146 (79.3) 153 (85.0) 130 (71.4)
(%)
No use of restricted medication 140 (77.8) 128 (69.6) 144 (80.0) 123 (67.6)
beyond protocol allowed threshold,
n (%)
SRI-4 response at Week 52*
Responder rate, % (n/N) f 49.0 43.0 55.5 37.3
(88/180) (79/184) (100/180) (68/182)
Difference % (95% CI) 6.0 (-4.2,16.2) 18.2 (8.1, 28.3)
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Trial 1 Trial 2
Anifrolumab Placebo Anifrolumab Placebo
300 mg 300 mg
Sustained OCS reduction *
Responder rate, % (n/N) f 49.7 33.1 51.5 30.2
(51/103) (34/102) (45/87) (25/83)
Difference % (95% CI) 16.6 (3.4, 29.8) 21.2 (6.8, 35.7)
Flare rate
Annualised flare rate estimate, 0.57 0.68 0.43 0.64
(95% CI) (0.43,0.76) (0.52, 0.90) (0.31, 0.59) (0.47, 0.86)

Rate ratio estimate (95% CI) 0.83 (0.61, 1.15) 0.67 (0.48, 0.94)

BICLA: British Isles Lupus Assessment Group-based Composite Lupus Assessment; BILAG: British Isles

Lupus Assessment Group, PGA: Physician’s Global Assessment; SLEDAI-2K: Systemic Lupus Erythematosus

Disease Activity Index 2000; SRI-4: SLE Responder Index.

All patients received standard therapy.
BICLA and SRI(4) are based on the composite estimand where treatment discontinuation or restricted
medication use are part of the response criteria.

1 Patients who discontinued treatment or used restricted medications beyond protocol allowed threshold are
considered non-responders.

t Subgroup of patients with OCS >10 mg/day at baseline. Responders were defined as patients with OCS
reduction to <7.5 mg/day at Week 40, maintained through Week 52.

Long-term extension: Patients who completed Trials 1 and 2 (feeder trials) through Week 52 were
eligible to continue on treatment in a randomised, double-blind, placebo-controlled, 3-year LTE.
Patients who had received anifrolumab, either 150 mg or 300 mg, in Trials 1 and 2 received
anifrolumab 300 mg in the LTE. Patients who had received placebo in Trials 1 and 2 were
re-randomised 1:1 to receive either anifrolumab 300 mg or placebo, giving an approximate
anifrolumab 300 mg: placebo ratio of 4:1 in the LTE.

Long-term efficacy was evaluated in patients who received anifrolumab 300 mg or placebo in a feeder
trial and continued to receive the same treatment in the LTE (anifrolumab N=257; placebo N=112). Of
these, 69% of patients who received anifrolumab (177/257) and 46% of patients who received placebo
(52/112) completed a total of 4 years on treatment. At Week 208, the mean SLEDAI-2K score (SE)
was 3.4 (0.25) and 4.0 (0.46) in patients who received anifrolumab (n=140) and placebo (n=44)
respectively.

Subcutaneous administration

The safety and efficacy of anifrolumab administered subcutaneously were evaluated in a 52-week
treatment period, multicentre, randomised, double-blind, placebo-controlled, Phase III study. All
patients were >18 years of age, diagnosed with SLE according to the American College of
Rheumatology (1997 revised) classification criteria, and had moderate to severe disease, with a
SLEDAI-2K score >6 points, organ level involvement based on BILAG assessment, and a

PGA score >1, despite receiving standard SLE therapy consisting of either one or any combination of
OCS, antimalarials and/or immunosuppressants at baseline. Patients continued to receive their existing
SLE therapy at stable doses during the trial, with the exception of OCS (prednisone or equivalent)
where tapering was a component of the protocol. Patients who had severe active lupus nephritis or
severe active central nervous system lupus were excluded. Patients were randomised (1:1) to receive
120 mg anifrolumab or placebo by subcutaneous injection once every week.

A pre-specified interim analysis was conducted when 220 randomised patients completed Week 52 or
had withdrawn from the trial. Of these, 89% were female, 78% White, 7% Asian and 4%
Black/African American. The median age was 43 years (range: 19-70). At baseline, 67% had high
disease activity (SLEDAI-2K score >10), 45% had severe disease (BILAG A) in at least 1 organ
system and 50% had moderate disease (BILAG B) in at least 2 organ systems. The most commonly
affected organ systems (BILAG A or B at baseline) were the musculoskeletal (95%) and
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mucocutaneous (92%) systems; 2% cardiorespiratory and 2% renal organ domain involvement. At
baseline, 95% were seropositive for ANA antibodies and 40% for anti-dsDNA antibodies; 33% of
patients had low C3, and 24% low C4. Background SLE standard therapy included OCS (82%; mean
daily dose (prednisone or equivalent) 9.8 mg), immunosuppressants (56%), and antimalarials (80%).
During Weeks 8-40, patients with a baseline OCS >10 mg/day were required to taper their OCS dose
to <7.5 mg/day, unless there was worsening of disease activity.

Randomisation was stratified by SLEDAI-2K score at baseline (<10 vs >10 points), OCS dose on

Day 1 (<10 mg/day vs >10 mg/day prednisone or equivalent) and interferon gene signature test results
(high vs low).

The primary analyses assessed reduction in overall disease activity as measured by BICLA response at
Week 52. At the interim analysis, anifrolumab 120 mg by subcutaneous administration demonstrated a
statistically significant and clinically meaningful reduction of overall disease activity compared with
placebo.

Table 3 BICLA response rate at Week 52
Anifrolumab Placebo
120 mg

BICLA response rate

Responder rate, % (n/N)* 59.4 (65/109) 43.9 (49/111)

Difference % (95% CI) 15.5 (2.3, 28.6)
Components of BICL A responset
BILAG improvement, n (%) 65 (59.5) 49 (44.1)
No worsening of SLEDAI-2K, n (%) 81(74.3) 80 (71.6)
No worsening of PGA, n (%) 81 (74.4) 82 (73.7)

BICLA: British Isles Lupus Assessment Group-based Composite Lupus Assessment; BILAG: British Isles

Lupus Assessment Group, PGA: Physician’s Global Assessment; SLEDAI-2K: Systemic Lupus Erythematosus

Disease Activity Index 2000

All patients received standard therapy.

* Patients who discontinued treatment or used restricted medications, beyond protocol allowed thresholds, or
died are considered non-responders.

+ Missing data were imputed using multiple imputation.

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
anifrolumab in one or more subset of the paediatric population in treatment of systemic lupus
erythematosus (see section 4.2 for information on paediatric use).

5.2  Pharmacokinetic properties

The pharmacokinetics (PK) of anifrolumab was studied in adult patients with SLE following
intravenous doses ranging from 100 to 1 000 mg administered once every 4 weeks and subcutaneous
weekly doses of 120 mg and in healthy volunteers following a single intravenous or subcutaneous

dose.

Anifrolumab exhibits nonlinear PK in the dose range of 100 mg to 1 000 mg. PK exposure decreased
more rapidly at doses lower than 300 mg every 4 weeks (the recommended intravenous dose).
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Absorption

Based on population PK analysis, following subcutaneous administration, the estimated bioavailability
of anifrolumab was approximately 75%. Steady-state exposure was reached after approximately
16 weeks of subcutaneous administration.

Distribution

Based on population PK analysis, the estimated central and peripheral volumes of distribution for
anifrolumab were 3.48 L and 1.72 L, respectively for a 68 kg patient.

Biotransformation

Anifrolumab is a protein, therefore specific metabolism studies have not been conducted.

Anifrolumab is eliminated by target IFNAR-mediated elimination pathway and reticuloendothelial
system where anifrolumab is expected to be degraded, into small peptides and individual amino acids,
by proteolytic enzymes that are widely distributed in the body.

Elimination

Due to saturation of IFNAR1-mediated clearance at higher doses, exposure increases are
greater-than-dose-proportional.

From population PK modelling, the estimated typical systemic clearance (CL) was 0.146 L/day.
Following long-term observations, the clearance of anifrolumab was found to be stable in years 2
through 4 on treatment.

Based on population PK analysis, serum concentrations were below detection in the majority (95%) of
patients approximately 16 weeks after the last dose of anifrolumab, when anifrolumab has been dosed

for one year.

Special populations

There was no clinically meaningful difference in systemic clearance based on age, race, ethnicity,
region, gender, IFN status or body weight that requires dose adjustment.

Elderly
Based on the population PK analysis, age (range 18 to 70 years) did not impact the clearance of
anifrolumab; the population PK dataset included 33 (3%) patients >65 years of age.

Renal impairment

No specific clinical studies have been conducted to investigate the effect of renal impairment on
anifrolumab. Based on population PK analyses, anifrolumab clearance was comparable in SLE
patients with mild (60-89 ml/min/1.73 m?) and moderate decrease in eGFR (30-59 ml/min/1.73 m?)
values and patients with normal renal function (>90 ml/min/1.73 m?). SLE patients with a severe
decrease in eGFR or end-stage renal disease (<30 ml/min/1.73 m?) were excluded from the clinical
trials; anifrolumab is not cleared renally.

Patients with urine protein/creatinine ratio (UPCR) >2 mg/mg were excluded from the clinical trials.
Based on population PK analyses, increased UPCR did not significantly affect anifrolumab clearance.

Hepatic impairment

No specific clinical studies have been conducted to investigate the effect of hepatic impairment on
anifrolumab.
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As an IgG1 monoclonal antibody, anifrolumab is principally eliminated via catabolism and is not
expected to undergo metabolism via hepatic enzymes, as such changes in hepatic function are unlikely
to have any effect on the elimination of anifrolumab. Based on population PK analyses, baseline
hepatic function biomarkers (ALT and AST <2.0 x ULN, and total bilirubin) had no clinically relevant
effect on anifrolumab clearance.

Interactions

Based on population PK analyses, concomitant use of oral corticosteroids, antimalarials,
immunosuppressants (including azathioprine, methotrexate, mycophenolate and mizoribine),
NSAIDS, ACE inhibitors, HMG-CoA reductase inhibitors did not significantly influence the PK of
anifrolumab.

5.3  Preclinical safety data

Non-clinical

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology or repeated dose toxicity studies in cynomolgus monkeys.

Mutagenicity and carcinogenicity

Anifrolumab is a monoclonal antibody, as such genotoxicity and carcinogenicity studies have not been
conducted.

In rodent models of IFNARI1 blockade, increased carcinogenic potential has been observed. The
clinical relevance of these findings is unknown.

Reproductive toxicity

Developmental toxicity

In a pre- and postnatal development study, conducted in cynomolgus monkeys, there was an increased
incidence of embryo-foetal loss; the incidence of these findings were within historical control values
and were not statistically significant. The relevance of these findings to humans is not known. No
maternal, or postnatal developmental effects were observed for exposures up to approximately
28-times the maximum recommended human dose (MRHD) on an AUC basis. Based on the available
data, a potential effect of anifrolumab on conception and implantation cannot be excluded.

Fertility

Effects on male and female fertility have not been directly evaluated in animal studies. In the 9-month
repeat-dose study, there were no anifrolumab-related adverse effects on indirect measures of male or
female fertility, based on semen analysis, spermatogenesis staging, menses cycle, organ weights and
histopathological findings in the reproductive organs, in cynomolgus monkeys at approximately
58-times the intravenous MRHD and 52-times the subcutaneous MRHD, on an AUC basis.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Histidine

Histidine hydrochloride monohydrate
Lysine hydrochloride

Trehalose dihydrate

Polysorbate 80 (E 433)

Water for injections

28



6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3  Shelf life

4 years.

If needed, an unopened carton can be stored at room temperature (20 °C — 25 °C) for up to 7 days.
Once the pre-filled syringe/pre-filled pen has been removed from the refrigerator and has reached
room temperature (20 °C — 25 °C), it must either be used within 7 days or discarded.

6.4 Special precautions for storage

Store in a refrigerator (2 °C — 8 °C).

Store in the original package in order to protect from light.

Do not freeze, shake or expose to heat.

6.5 Nature and contents of container

Pre-filled syringe

0.8 ml of solution in a type | glass syringe with a 27-gauge, 12.7 mm stainless steel needle with a
needle cover and a bromobutyl plunger stopper. The pre-filled syringe is assembled with a needle
guard, plunger rod and a finger flange.

Pack size of 1 pre-filled syringe.

Pre-filled pen

0.8 ml of solution in a type | glass syringe with a 27-gauge, 12.7 mm stainless steel needle covered
with a needle cover and a bromobutyl plunger stopper. The pre-filled pen consists of the syringe and a
handheld, mechanical (spring-based) injection device.

Pack size of 1 pre-filled pen.

Not all presentations may be marketed.

6.6  Special precautions for disposal and other handling

This medicinal product is for single-use only.

1. Remove carton from the refrigerator and allow the solution for injection to come to room
temperature for 60 minutes.

2. Visually inspect the solution for injection for particulate matter and discolouration prior to
administration. Discard the pre-filled syringe or pre-filled pen if the solution is cloudy,

discoloured or visible particles are observed.

3. Comprehensive instructions for the preparation and administration of Saphnelo using the
pre-filled syringe or pre-filled pen are given in the ‘Instructions for Use’.

Disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
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7. MARKETING AUTHORISATION HOLDER

AstraZeneca AB

SE-151 85

Sodertilje

Sweden

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/21/1623/002 pre-filled syringe

EU/1/21/1623/003 pre-filled pen

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 14 February 2022

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency https://www.ema.europa.eu.
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ANNEX 11

MANUFACTURER OF THE BIOLOGICAL ACTIVE
SUBSTANCE(S) AND MANUFACTURER(S) RESPONSIBLE
FOR BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO

THE SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT
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A. MANUFACTURER OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer of the biological active substance

AstraZeneca Pharmaceuticals LP Frederick Manufacturing Center (FMC)
633 Research Court

Frederick, Maryland

21703

United States

Name and address of the manufacturer(s) responsible for batch release

AstraZeneca AB
Girtunavagen
SE-152 57 Sodertilje
Sweden

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex [: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic safety update reports (PSURs)

The requirements for submission of PSURSs for this medicinal product are set out in the list of
Union reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC
and any subsequent updates published on the European medicines web-portal.

The marketing authorisation holder (MAH) shall submit the first PSUR for this product within
6 months following authorisation.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk management plan (RMP)

The marketing authorisation holder (MAH) shall perform the required pharmacovigilance activities
and interventions detailed in the agreed RMP presented in Module 1.8.2 of the marketing authorisation
and any agreed subsequent updates of the RMP.

An updated RMP should be submitted:

o At the request of the European Medicines Agency;

o Whenever the risk management system is modified, especially as the result of new
information being received that may lead to a significant change to the benefit/risk profile
or as the result of an important (pharmacovigilance or risk minimisation) milestone being
reached.
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON (VIAL)

1. NAME OF THE MEDICINAL PRODUCT

Saphnelo 300 mg concentrate for solution for infusion
anifrolumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial of 2 ml of concentrate contains 300 mg of anifrolumab (150 mg/ml).

3. LIST OF EXCIPIENTS

Excipients: histidine, histidine hydrochloride monohydrate, lysine hydrochloride, trehalose dihydrate,
polysorbate 80, water for injections

4. PHARMACEUTICAL FORM AND CONTENTS

Concentrate for solution for infusion
1 vial

S. METHOD AND ROUTE(S) OF ADMINISTRATION

For intravenous use after dilution.
Read the package leaflet before use.
For single use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
Do not freeze, shake or expose to heat.
Store in the original package in order to protect from light.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

AstraZeneca AB
SE-151 85 Sodertilje
Sweden

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/21/1623/001 1 vial

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Saphnelo 300 mg sterile concentrate
anifrolumab
1\%

‘ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

2 ml

6. OTHER

AstraZeneca
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON (PRE-FILLED SYRINGE)

1. NAME OF THE MEDICINAL PRODUCT

Saphnelo 120 mg solution for injection in pre-filled syringe
anifrolumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

One pre-filled syringe contains 120 mg of anifrolumab in 0.8 ml.

3. LIST OF EXCIPIENTS

Excipients: histidine, histidine hydrochloride monohydrate, lysine hydrochloride, trehalose dihydrate,
polysorbate 80, water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
1 pre-filled syringe

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Subcutaneous use

Read the package leaflet before use.
For single use only.

Open here

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
Do not freeze, shake or expose to heat.
Store in the original package in order to protect from light.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

AstraZeneca AB
SE-151 85 Sodertilje
Sweden

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/21/1623/002 1 pre-filled syringe

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

saphnelo 120 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED SYRINGE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Saphnelo 120 mg injection
anifrolumab
SC

‘ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

0.8 ml

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON (PRE-FILLED PEN)

1. NAME OF THE MEDICINAL PRODUCT

Saphnelo 120 mg solution for injection in pre-filled pen
anifrolumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

One pre-filled pen contains 120 mg of anifrolumab in 0.8 ml.

3. LIST OF EXCIPIENTS

Excipients: histidine, histidine hydrochloride monohydrate, lysine hydrochloride, trehalose dihydrate,
polysorbate 80, water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
1 pre-filled pen

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Subcutaneous use

Read the package leaflet before use.
For single use only.

Open here

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
Do not freeze, shake or expose to heat.
Store in the original package in order to protect from light.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

AstraZeneca AB
SE-151 85 Sodertilje
Sweden

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/21/1623/003 1 pre-filled pen

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

saphnelo 120 mg

17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED PEN LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Saphnelo 120 mg injection
anifrolumab
Subcutaneous use

‘ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

0.8 ml

6. OTHER

AstraZeneca
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

Saphnelo 300 mg concentrate for solution for infusion
anifrolumab

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you are given this medicine because it contains important
information for you.

o Keep this leaflet. You may need to read it again.
o If you have any further questions, ask your doctor or nurse.
o If you get any side effects, talk to your doctor or nurse. This includes any possible side effects

not listed in this leaflet. See section 4.

What is in this leaflet

1. What Saphnelo is and what it is used for

2.  What you need to know before you are given Saphnelo
3.  How Saphnelo is used

4. Possible side effects

5.  How to store Saphnelo

6. Contents of the pack and other information

1. What Saphnelo is and what it is used for

What Saphnelo is

Saphnelo contains the active substance anifrolumab, a ‘monoclonal antibody’ (a type of specialised
protein that attaches to a specific target in the body).

What Saphnelo is used for

Saphnelo is used to treat moderate to severe lupus (systemic lupus erythematosus, SLE) in adults
whose disease is not well controlled by standard therapies (“oral corticosteroids’,
‘immunosuppressants’ and/or ‘antimalarials’).

You will be given Saphnelo as well as your standard therapy for lupus.

Lupus is a disease in which the system that fights infections (the immune system) attacks your own
cells and tissues. This causes inflammation and organ damage. It can affect almost any organ in the
body, including skin, joints, kidneys, brain and other organs. It can cause pain, rashes, swelling in
joints, fevers and make you feel very tired or weak.

How Saphnelo works

People with lupus have high levels of proteins called ‘type I interferons’ which stimulate the activity

of the immune system. Anifrolumab attaches to a target (receptor) that these proteins act on, stopping
them from working. Blocking their action in this way can reduce the inflammation in your body that

causes the signs of lupus.

The benefits of using Saphnelo

Saphnelo may help to reduce your lupus disease activity and reduce the number of lupus flares you
have. If you are taking medicines called ‘oral corticosteroids’, using Saphnelo may also allow your
doctor to reduce the daily dose of oral corticosteroids that is needed to help control your lupus.
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2. What you need to know before you are given Saphnelo

You should not be given Saphnelo
o if you are allergic to anifrolumab or any of the other ingredients of this medicine (listed in
section 6). Talk to your doctor or nurse if you are not sure.

Warnings and precautions
Talk to your doctor or nurse before you are given Saphnelo:

o if you think you have had an allergic reaction to this medicine at any time (see below under
‘Look out for signs of serious allergic reactions and infections’).
o if you get an infection or have symptoms of an infection (see below under ‘Look out for signs

of serious allergic reactions and infections”).

if you have a long-term infection or if you have an infection that keeps coming back.

if your lupus affects your kidneys or nervous system.

if you have, or have had, cancer.

if you have recently had an immunisation (vaccine) or plan to have one. You should not be
given certain types of vaccines (‘live’ or ‘live attenuated’ vaccines) while being treated with this
medicine.

o if you are receiving another biologic medicinal product (such as belimumab for your lupus).

If you are not sure if any of the above applies to you, talk to your doctor or nurse before you are given
Saphnelo.

Look out for signs of serious allergic reactions and infections

Saphnelo may cause serious allergic reactions (anaphylaxis) see section 4. Get medical attention
immediately if you think you may be having a serious allergic reaction. Signs may include:

o swelling of your face, tongue, or mouth
o breathing difficulties
o feeling faint, dizzy or lightheaded (due to a drop in blood pressure).

You may be more at risk of getting an infection when you are being treated with Saphnelo. Tell your
doctor or nurse as soon as possible if you notice signs of any possible infection, including:

o fever or flu-like symptoms

o muscle aches

o cough or feeling short of breath (these may be signs of an infection in your airways, see
section 4)

o burning when you urinate or passing urine more often than usual

o diarrhoea or stomach pain

o red skin rash that can cause pain and burning (this may be a sign of shingles, see section 4).

Children and adolescents
Do not give this medicine to children and adolescents less than 18 years of age because it has not been
studied in this age group.

Other medicines and Saphnelo

o Tell your doctor if you are taking, have recently taken or might take any other medicines.

o Tell your doctor if you have recently had or are going to have a vaccination. You should not be
given certain types of vaccines while using this medicine. If you are not sure, talk to your doctor
or nurse before and during treatment with Saphnelo.

Pregnancy and Breast-feeding

If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask
your doctor for advice before taking this medicine.
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Pregnancy
It is not known if Saphnelo can harm your unborn baby.

o Before you start treatment with Saphnelo, tell your doctor if you are pregnant or think you
may be pregnant. Your doctor will decide if you can be given this medicine.

o Talk to your doctor if you plan to become pregnant while being treated with this medicine.

o If you become pregnant while being treated with Saphnelo, tell your doctor. They will discuss

with you whether you should stop treatment with this medicine.

Breast-feeding

. Before you start treatment with Saphnelo, tell your doctor if you are breast-feeding. It is
not known whether this medicine is passed into breast milk. Your doctor will discuss with you
whether you should stop treatment with this medicine while you are breast-feeding, or if you
should stop breast-feeding.

Driving and using machines
It is unlikely that this medicine will affect your ability to drive and use machines.

Saphnelo contains polysorbate
This medicine contains 1 mg of polysorbate 80 (E 433) in each vial, which is equivalent to 0.5 mg/ml.
Polysorbates may cause allergic reactions. Tell your doctor if you have any known allergies.

3. How Saphnelo is used

A nurse or doctor will give you Saphnelo.

o The recommended dose is 300 mg.
o It is given through a drip into a vein (intravenous infusion) over 30 minutes.
o It is given every 4 weeks.

If you miss an appointment to get Saphnelo call your doctor as soon as possible to make another
appointment.

Stopping treatment with Saphnelo
Your doctor will decide if you need to stop being treated with this medicine.

If you have any further questions on the use of this medicine, ask your doctor or nurse.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Serious allergic reactions:

Serious allergic reactions (anaphylaxis) are uncommon (may affect up to 1 in 100 people). Get
medical attention immediately, or go to the nearest emergency department, if you get any of the
following signs of a serious allergic reaction:

o swelling of your face, tongue, or mouth

o breathing difficulties

o feeling faint, dizzy or lightheaded (due to a drop in blood pressure).

Other side effects:
Tell your doctor or nurse if you get any of the following side effects.
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Very common (may affect more than 1 in 10 people)
o infections of the nose or throat
. chest infection (bronchitis)

Common (may affect up to 1 in 10 people)

o infections of the sinuses or lungs

o shingles (herpes zoster) - a red skin rash that can cause pain and burning

o allergic (hypersensitivity) reactions

. infusion reactions - can happen at the time of the infusion or shortly after; symptoms may

include headache, feeling sick (nausea), being sick (vomiting), feeling very tired or weak
(fatigue) and feeling dizzy

Not known (the frequency cannot be estimated from the available data)
o joint pain (arthralgia)

Reporting of side effects

If you get any side effects, talk to your doctor or nurse. This includes any possible side effects not
listed in this leaflet. You can also report side effects directly via the national reporting system listed in
Appendix V. By reporting side effects, you can help provide more information on the safety of this
medicine.

5. How to store Saphnelo

The doctor, nurse or pharmacist is responsible for storing this medicine. The storage details are as
follows:

o Do not use this medicine after the expiry date which is stated on the vial label and carton after
EXP. The expiry date refers to the last day of that month.

o Keep this medicine out of the sight and reach of children.
. Store in a refrigerator (2 °C — 8 °C).

o Do not freeze, shake or expose to heat.

o Store in the original package to protect from light.

6. Contents of the pack and other information

What Saphnelo contains

o The active substance is anifrolumab. Each vial contains 300 mg anifrolumab.

o The other ingredients are histidine, histidine hydrochloride monohydrate, lysine hydrochloride,
trehalose dihydrate, polysorbate 80 (E 433) (see section 2 “Saphnelo contains polysorbate’) and
water for injections.

What Saphnelo looks like and contents of the pack
o Saphnelo is supplied as a clear to opalescent, colourless to slightly yellow concentrate solution.
o Saphnelo is available in packs containing 1 vial.

Marketing Authorisation Holder
AstraZeneca AB

SE-151 85 Sodertilje

Sweden
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Manufacturer
AstraZeneca AB
Gértunavégen
SE-152 57 Sodertilje
Sweden

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

AstraZeneca S.A./N.V. UAB AstraZeneca Lietuva
Tel: +32237048 11 Tel: +370 5 2660550
bnarapus Luxembourg/Luxemburg
Actpa3eneka brarapus EOO/I AstraZeneca S.A./N.V.
Temn.: +359 24455000 Tél/Tel: +322 37048 11
Ceska republika Magyarorszag
AstraZeneca Czech Republic s.r.o. AstraZeneca Kft.

Tel: +420 222 807 111 Tel.: +36 1 883 6500
Danmark Malta

AstraZeneca A/S Associated Drug Co. Ltd
TIf.: +45 43 66 64 62 Tel: +356 2277 8000
Deutschland Nederland

AstraZeneca GmbH AstraZeneca BV

Tel: +49 40 809034100 Tel: +31 85 808 9900
Eesti Norge

AstraZeneca AstraZeneca AS

Tel: +372 6549 600 TIf: +47 21 00 64 00
EApLGoa Osterreich

AstraZeneca A.E. AstraZeneca Osterreich GmbH
TnA: +30 210 6871500 Tel: +43 1711310
Espaiia Polska

AstraZeneca Farmacéutica Spain, S.A. AstraZeneca Pharma Poland Sp. z o0.0.
Tel: +34 91 301 91 00 Tel.: +48 22 245 73 00
France Portugal

AstraZeneca AstraZeneca Produtos Farmacéuticos, Lda.
Tél: +33 14129 40 00 Tel: +351 21 434 61 00
Hrvatska Romainia

AstraZeneca d.o.o. AstraZeneca Pharma SRL
Tel: +385 1 4628 000 Tel: +40 21 317 60 41
Ireland Slovenija

AstraZeneca Pharmaceuticals (Ireland) DAC AstraZeneca UK Limited
Tel: +353 1609 7100 Tel: +386 1 51 35 600
Island Slovenska republika
Vistor AstraZeneca AB, 0.z.
Simi: +354 535 7000 Tel: +421 2 5737 7777
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Italia Suomi/Finland

AstraZeneca S.p.A. AstraZeneca Oy

Tel: +39 02 00704500 Puh/Tel: +358 10 23 010
Kvnpog Sverige

Aléktop Qappokevtikn Atd AstraZeneca AB

TnA: +357 22490305 Tel: +46 8 553 26 000
Latvija

SIA AstraZeneca Latvija

Tel: +371 67377100
This leaflet was last revised in
Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
https://www.ema.europa.eu.

The following information is intended for healthcare professionals only:

In order to improve the traceability, the name and the batch number of the administered product
should be clearly recorded.

Saphnelo is supplied as a single-dose vial. The solution for infusion should be prepared and
administered by a healthcare professional, using aseptic technique as follows:

Preparation of solution

1. Visually inspect the vial for particulate matter and discolouration. Saphnelo is a clear to
opalescent, colourless to slightly yellow solution. Discard the vial if the solution is cloudy,
discoloured or visible particles are observed. Do not shake the vial.

2. Dilute 2.0 ml of the Saphnelo solution for infusion in an infusion bag to 50 ml or 100 ml with
sodium chloride 9 mg/ml (0.9%) solution for injection.

3. Mix the solution by gentle inversion. Do not shake.
4. Any concentrate remaining in the vial must be discarded.
5. From a microbiological point of view, once diluted the medicinal product should be used

immediately. If not used immediately, chemical and physical in-use stability has been
demonstrated for 24 hours at 2 °C — 8 °C or for 4 hours at room temperature. Discard the diluted
solution if not used within that time.

If not used immediately, in-use storage times and conditions prior to use are the responsibility

of the user.
Administration
1. It is recommended that the solution for infusion be administered immediately after preparation.

If the solution for infusion has been stored in a refrigerator, allow it to reach room temperature
(15 °C =25 °C) prior to administration.
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2. Administer the infusion solution intravenously over 30 minutes through an intravenous line
containing a sterile, low-protein binding 0.2 to 15 micron in-line or add-on filter.

3. Upon completion of the infusion, flush the infusion set with 25 ml sodium chloride 9 mg/ml
(0.9%) solution for injection to ensure that all of the solution for infusion has been administered.

4. Do not co-administer other medicinal products through the same infusion line.

Disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
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Package leaflet: Information for the patient

Saphnelo 120 mg solution for injection in pre-filled syringe
anifrolumab

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start using this medicine because it contains
important information for you.

o Keep this leaflet. You may need to read it again.

o If you have any further questions, ask your doctor, nurse or pharmacist.

o If you get any side effects, talk to your doctor or nurse. This includes any possible side effects
not listed in this leaflet. See section 4.

o This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,

even if their signs of illness are the same as yours.

What is in this leaflet

1. What Saphnelo is and what it is used for

2. What you need to know before you use Saphnelo
3. How to use Saphnelo

4. Possible side effects

5. How to store Saphnelo

6. Contents of the pack and other information

1. What Saphnelo is and what it is used for

What Saphnelo is
Saphnelo contains the active substance anifrolumab, a ‘monoclonal antibody’ (a type of specialised
protein that attaches to a specific target in the body).

What Saphnelo is used for

Saphnelo is used to treat moderate to severe lupus (systemic lupus erythematosus, SLE) in adults
whose disease is not well controlled by standard therapies (“oral corticosteroids’,
‘immunosuppressants’ and/or ‘antimalarials’).

You will be given Saphnelo as well as your standard therapy for lupus.

Lupus is a disease in which the system that fights infections (the immune system) attacks your own
cells and tissues. This causes inflammation and organ damage. It can affect almost any organ in the
body, including skin, joints, kidneys, brain and other organs. It can cause pain, rashes, swelling in
joints, fevers and make you feel very tired or weak.

How Saphnelo works

People with lupus have high levels of proteins called ‘type I interferons’ which stimulate the activity
of the immune system. Anifrolumab attaches to a target (receptor) that these proteins act on, stopping
them from working. Blocking their action in this way can reduce the inflammation in your body that
causes the signs of lupus.

The benefits of using Saphnelo

Saphnelo may help to reduce your lupus disease activity and reduce the number of lupus flares you
have. If you are taking medicines called ‘oral corticosteroids’, using Saphnelo may also allow your
doctor to reduce the daily dose of oral corticosteroids that is needed to help control your lupus.
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2. What you need to know before you use Saphnelo

Do not use Saphnelo
o if you are allergic to anifrolumab or any of the other ingredients of this medicine (listed in
section 6). Talk to your doctor or nurse if you are not sure.

Warnings and precautions
Talk to your doctor or nurse before using Saphnelo:

o if you think you have had an allergic reaction to this medicine at any time (see below under
‘Look out for signs of serious allergic reactions and infections’).
o if you get an infection or have symptoms of an infection (see below under ‘Look out for signs

of serious allergic reactions and infections’).

if you have a long-term infection or if you have an infection that keeps coming back.

if your lupus affects your kidneys or nervous system.

if you have, or have had, cancer.

if you have recently had an immunisation (vaccine) or plan to have one. You should not be
given certain types of vaccines (‘live’ or ‘live attenuated’ vaccines) while being treated with this
medicine.

o if you are receiving another biological medicinal product (such as belimumab for your lupus).

If you are not sure if any of the above applies to you, talk to your doctor or nurse before using
Saphnelo.

Look out for signs of serious allergic reactions and infections

Saphnelo may cause serious allergic reactions (anaphylaxis) see section 4. Get medical attention
immediately if you think you may be having a serious allergic reaction. Signs may include:

o swelling of your face, tongue, or mouth

o breathing difficulties

o feeling faint, dizzy or lightheaded (due to a drop in blood pressure).

You may be more at risk of getting an infection when you are being treated with Saphnelo. Tell your
doctor or nurse as soon as possible if you notice signs of any possible infection, including:

o fever or flu-like symptoms

o muscle aches

o cough or feeling short of breath (these may be signs of an infection in your airways, see
section 4)

o burning when you urinate or passing urine more often than usual

o diarrhoea or stomach pain

o red skin rash that can cause pain and burning (this may be a sign of shingles, see section 4).

Each time you get a new pack of Saphnelo

° Write down the name and the Lot number shown on the outer carton and the label of the
pre-filled syringe, and keep this information in a safe place. You may be asked for this
information in the future.

Children and adolescents
Do not give this medicine to children and adolescents less than 18 years of age because it has not been
studied in this age group.

Other medicines and Saphnelo

o Tell your doctor if you are taking, have recently taken or might take any other medicines.

o Tell your doctor if you have recently had or are going to have a vaccination. You should not be
given certain types of vaccines while using this medicine. If you are not sure, talk to your doctor
or nurse before and during treatment with Saphnelo.
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Pregnancy and Breast-feeding
If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask
your doctor for advice before taking this medicine.

Pregnancy

It is not known if Saphnelo can harm your unborn baby.

o Before you start treatment with Saphnelo, tell your doctor if you are pregnant or think you
may be pregnant. Your doctor will decide if you can be given this medicine.

o Talk to your doctor if you plan to become pregnant while being treated with this medicine.

o If you become pregnant while being treated with Saphnelo, tell your doctor. They will discuss

with you whether you should stop treatment with this medicine.

Breast-feeding

. Before you start treatment with Saphnelo, tell your doctor if you are breast-feeding. It is
not known whether this medicine is passed into breast milk. Your doctor will discuss with you
whether you should stop treatment with this medicine while you are breast-feeding, or if you
should stop breast-feeding.

Driving and using machines
It is unlikely that this medicine will affect your ability to drive and use machines.

Saphnelo contains polysorbate

This medicine contains 0.4 mg of polysorbate 80 (E 433) in each pre-filled syringe, which is
equivalent to 0.5 mg/ml. Polysorbates may cause allergic reactions. Tell your doctor if you have any
known allergies.

3. How to use Saphnelo

Always use this medicine exactly as your doctor has told you. Check with your doctor, nurse or
pharmacist if you are not sure.

The recommended dose is 120 mg once a week. Saphnelo is given as an injection under the skin
(subcutaneously).

Your doctor or nurse will decide if you can inject this medicine yourself or if your caregiver can do
this for you.

Before injecting Saphnelo

o Your doctor or nurse should train you or your caregiver how to use Saphnelo pre-filled syringe
in the right way.
o Carefully read the ‘Instructions for Use’. Do this each time you get a new pack. There may

be new information.
If you or your caregiver have any questions, talk to your doctor, nurse or pharmacist.

If you use more Saphnelo than you should
If you have used more Saphnelo than you should talk to your doctor immediately.

If you forget to use Saphnelo

o If you miss your dose of Saphnelo, inject a dose as soon as you remember. Then continue once
weekly dosing based on the new day Saphnelo was injected or at your regularly scheduled time
as long as there are at least 3 days between the doses.

o If you are not sure when to inject, ask your doctor, nurse or pharmacist.
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Stopping treatment with Saphnelo
o Do not stop using Saphnelo without talking to your doctor.
o Your doctor will decide if you need to stop using this medicine.

If you have any further questions on the use of this medicine, ask your doctor, nurse or pharmacist.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Serious allergic reactions:

Serious allergic reactions (anaphylaxis) are uncommon (may affect up to 1 in 100 people). Get
medical attention immediately, or go to the nearest emergency department, if you get any of the
following signs of a serious allergic reaction:

o swelling of your face, tongue, or mouth

o breathing difficulties

o feeling faint, dizzy or lightheaded (due to a drop in blood pressure).

Other side effects:
Tell your doctor or nurse if you get any of the following side effects.

Very common (may affect more than 1 in 10 people)
o infections of the nose or throat
o chest infection (bronchitis)

Common (may affect up to 1 in 10 people)

o infections of the sinuses or lungs
o shingles (herpes zoster) - a red skin rash that can cause pain and burning
o allergic (hypersensitivity) reactions

Not known (the frequency cannot be estimated from the available data)
o joint pain (arthralgia)

Reporting of side effects

If you get any side effects, talk to your doctor or nurse. This includes any possible side effects not
listed in this leaflet. You can also report side effects directly via the national reporting system listed in
Appendix V. By reporting side effects, you can help provide more information on the safety of this
medicine.

5. How to store Saphnelo

Do not use this medicine after the expiry date which is stated on the label and carton after EXP. The
expiry date refers to the last day of that month.

Keep this medicine out of the sight and reach of children.

Store in a refrigerator (2 °C — 8 °C).

Store in the original package to protect from light.

Do not freeze, shake or expose to heat.

If needed, an unopened carton can be stored at room temperature (20 °C — 25 °C) for up to 7 days.
Once the Saphnelo pre-filled syringe has been removed from the refrigerator and has reached room

temperature (20 °C — 25 °C) it must either be used within 7 days or thrown away (discarded).

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.
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6. Contents of the pack and other information

What Saphnelo contains

. The active substance is anifrolumab. Each pre-filled syringe contains 120 mg of anifrolumab.

o The other ingredients are histidine, histidine hydrochloride monohydrate, lysine hydrochloride,
trehalose dihydrate, polysorbate 80 (E 433) (see section 2 “Saphnelo contains polysorbate’) and
water for injections.

What Saphnelo looks like and contents of the pack
o Saphnelo is a clear to opalescent, colourless to slightly yellow solution.
o Saphnelo is available in a pack containing 1 pre-filled syringe.

Marketing Authorisation Holder
AstraZeneca AB

SE-151 85 Sodertélje

Sweden

Manufacturer
AstraZeneca AB
Gértunavigen
SE-152 57 Sodertilje
Sweden

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

AstraZeneca S.A./N.V. UAB AstraZeneca Lietuva
Tel: +322 37048 11 Tel: +370 5 2660550
bbarapus Luxembourg/Luxemburg
Actpa3eneka boarapus EOO/L AstraZeneca S.A./N.V.
Ten.: +359 24455000 Tél/Tel: +322 37048 11
Ceska republika Magyarorszag
AstraZeneca Czech Republic s.r.o. AstraZeneca Kft.

Tel: +420 222 807 111 Tel.: +36 1 883 6500
Danmark Malta

AstraZeneca A/S Associated Drug Co. Ltd
TIf.: +45 43 66 64 62 Tel: +356 2277 8000
Deutschland Nederland

AstraZeneca GmbH AstraZeneca BV

Tel: +49 40 809034100 Tel: +31 85 808 9900
Eesti Norge

AstraZeneca AstraZeneca AS

Tel: +372 6549 600 TIf: +47 21 00 64 00
E)AGda Osterreich

AstraZeneca A.E. AstraZeneca Osterreich GmbH
TnA: +30 210 6871500 Tel: +43 1711310
Espaiia Polska
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AstraZeneca Farmacéutica Spain, S.A.
Tel: +34 91 301 91 00

France
AstraZeneca
Tél: +33 141 29 40 00

Hrvatska
AstraZeneca d.o.o.
Tel: +385 1 4628 000

Ireland
AstraZeneca Pharmaceuticals (Ireland) DAC
Tel: +353 1609 7100

Island
Vistor
Simi: +354 535 7000

Italia
AstraZeneca S.p.A.
Tel: +39 02 00704500

Kvbmpog

Aléktop Qappokevtikn Atd
TnA: +357 22490305
Latvija

SIA AstraZeneca Latvija
Tel: +371 67377100

This leaflet was last revised in

Other sources of information

AstraZeneca Pharma Poland Sp. z o.0.
Tel.: +48 22 245 73 00

Portugal
AstraZeneca Produtos Farmacéuticos, Lda.
Tel: +351 21 434 61 00

Romaénia
AstraZeneca Pharma SRL
Tel: +40 21 317 60 41

Slovenija
AstraZeneca UK Limited
Tel: +386 1 51 35 600

Slovenska republika
AstraZeneca AB, o.z.
Tel: +421 2 5737 7777

Suomi/Finland
AstraZeneca Oy
Puh/Tel: +358 10 23 010

Sverige
AstraZeneca AB
Tel: +46 8 553 26 000

Detailed information on this medicine is available on the European Medicines Agency web site:

https://www.ema.europa.eu.
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Instructions for Use

Saphnelo 120 mg solution for injection in pre-filled syringe
anifrolumab

This ‘Instructions for Use’ contains information on how to inject using Saphnelo pre-filled syringe.

Read this Instructions for Use before you start using Saphnelo pre-filled syringe and each time
you get a refill. There may be new information. This information does not take the place of talking
to your healthcare provider about your medical condition or your treatment.

Your healthcare provider should show you or your caregiver how to use Saphnelo pre-filled syringe
the right way. If you or your caregiver have any questions, talk to your healthcare provider. Saphnelo
pre-filled syringe is for use under the skin (subcutaneous) only.

Important storage information and warnings

. Store Saphnelo pre-filled syringe in a refrigerator between 2 °C to 8 °C in the original
carton until ready to use. If needed, an unopened carton can be stored at room temperature
between 20 °C to 25 °C for up to 7 days.

. Keep Saphnelo pre-filled syringe in original carton to protect from light.

. Each Saphnelo pre-filled syringe contains 1 dose for one time use only. Do not share Saphnelo
pre-filled syringe with other people.

Do not use Saphnelo pre-filled syringe if it has:

. been frozen or exposed to heat.

. been dropped, damaged, or appears to be tampered with.

Do not shake Saphnelo pre-filled syringe.

If any of the above happens, throw away the pre-filled syringe in a puncture-resistant (sharps) disposal
container and use a new pre-filled syringe.

Keep this medicine out of the sight and reach of children.

Saphnelo pre-filled syringe parts

Do not remove the needle cover until right before injecting Saphnelo.

Do not touch the needle guard activation clips. This will keep you from activating the needle guard too
S0on.

Before use After use
Label with expiry ~ Viewing Needle guard Needle
date window activation clips nard

Plunger
head
Needle Syringe Plunger Needle (covered) Plunger
cover body
Needle Finger flange
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Preparing to inject using Saphnelo pre-filled syringe
Step 1 — Gather supplies for your injection

1 Saphnelo pre-filled syringe from 1 alcohol 1 cotton ball 1 small 1 sharps disposal
the refrigerator wipe or gauze bandage container

\ J
A
Not included

See Step 9 for instructions on how to throw away (dispose of) the used Saphnelo pre-filled syringe.

Step 2 — Inspect carton and wait 60 minutes

Select a clean, well-lit, flat work surface, such as a table.
Check the expiry date (EXP) on the carton.

. Do not use if the expiry date has passed.

Check the carton for damage.

. Do not use if the carton looks damaged.

Let Saphnelo pre-filled syringe come to room temperature for
60 minutes before injecting.

. Keep Saphnelo pre-filled syringe in original carton to protect from
light.
. Do not warm Saphnelo pre-filled syringe in any other way. For

example, do not warm it in a microwave, hot water, direct
sunlight, or near other heat sources.

Step 3 — Remove pre-filled syringe from the carton and inspect
Open the carton and remove Saphnelo pre-filled syringe by
holding the middle of the syringe body.

. Do not hold or remove by the plunger.

Check the expiry date on the pre-filled syringe.
. Do not use if the expiry date has passed.

Check the pre-filled syringe for damage.
° Do not use if damaged.

Check the liquid through the viewing window.
. The liquid should be clear and colourless to slightly

yellow.
° Do not use if the liquid is cloudy, discoloured, or

contains visible particles. Expiry date
. It is normal to see small air bubbles in the liquid. Do not

try to remove the air bubbles.
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Injecting Saphnelo

Step 4 — Choose an injection site

You or your caregiver can inject in the front of your thigh or
the lower part of your stomach (abdomen).

A caregiver may also inject you in your upper arm.

Do not try to inject yourself in the upper arm.

Choose an injection site that is at least 3 cm away from where
you last injected.

Do not inject:

. into the 5 cm area around your belly button.
. where the skin is red, warm, tender, bruised, scaly, or
hard.

into scarred, damaged, discoloured, or tattooed skin.
. through clothing.

Step 5 — Wash your hands and clean the injection site
Wash your hands well with soap and water.

@ Injection by caregiver only

. Self-injection or by
caregiver

Clean the injection site with an alcohol wipe or with soap and water. Let the site air dry.

. Do not touch the
cleaned injection site
again or blow on it
before injecting.
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Step 6 — Pull off the needle cover

Hold the pre-filled syringe body with 1 hand and carefully pull
the needle cover straight off with your other hand.

. Do not twist or wiggle the needle cover to remove it.

. Do not touch or pull the plunger or plunger head while
removing the needle cover.

. You may see a drop of liquid at the end of the needle.
This is normal.

. Do not recap the needle. Put the needle cover to the side
to throw it in the trash later.

. Do not touch the needle or let it touch any surface.

. Do not use if the needle is damaged or dirty.

Go to Step 7 right away after removing the needle cover.

Step 7 — Inject Saphnelo

Hold Saphnelo pre-filled syringe in 1 hand as shown. Use

your other hand to gently pinch and hold the cleaned

injection site.

. Do not press down on the plunger head until the
needle is inserted into the skin.

. Do not pull back on the plunger head at any time.

Inject using the pre-filled syringe by following the steps in

figures a, b, and c.

Using a 45-degree angle, fully
insert the needle into the pinched
skin.

Do not reposition the pre-filled
syringe after you insert the
needle into the skin.

Use your thumb to push down
on the plunger head.

To make sure you inject all the
medicine and activate the
needle guard, keep pushing
firmly on the plunger until it is
fully down as far as it will go.

61

Slowly let go of the plunger
until the needle guard covers
the needle.

If the needle is not covered,
carefully throw away (dispose
of) the syringe right away (see
Step 9).



Step 8 — Check the injection site

There may be a small amount of blood or liquid at
the injection site. This is normal.

If needed, press a cotton ball or gauze on the area and
apply a small bandage.

. Do not rub the injection site.

Step 9 — Throw away (dispose of) the used Saphnelo pre-filled syringe

Each pre-filled syringe contains 1 single dose of
Saphnelo and cannot be used again. Do not recap
the needle.

Put your used Saphnelo pre-filled syringe in a sharps
disposal container right away after use.

Do not throw away (dispose of) Saphnelo pre-filled
syringe in your household trash.

Disposal guidelines

Dispose of the full container as instructed by your healthcare provider or pharmacist.

Do not dispose of your used sharps disposal container in your household trash unless your
community guidelines permit this.

Do not recycle your used sharps disposal container.
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Package leaflet: Information for the patient

Saphnelo 120 mg solution for injection in pre-filled pen
anifrolumab

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start using this medicine because it contains
important information for you.

o Keep this leaflet. You may need to read it again.

o If you have any further questions, ask your doctor, nurse or pharmacist.

o If you get any side effects, talk to your doctor or nurse. This includes any possible side effects
not listed in this leaflet. See section 4.

o This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,

even if their signs of illness are the same as yours.

What is in this leaflet

1. What Saphnelo is and what it is used for

2. What you need to know before you use Saphnelo
3. How to use Saphnelo

4. Possible side effects

5. How to store Saphnelo

6. Contents of the pack and other information

1. What Saphnelo is and what it is used for

What Saphnelo is
Saphnelo contains the active substance anifrolumab, a ‘monoclonal antibody’ (a type of specialised
protein that attaches to a specific target in the body).

What Saphnelo is used for

Saphnelo is used to treat moderate to severe lupus (systemic lupus erythematosus, SLE) in adults
whose disease is not well controlled by standard therapies (‘oral corticosteroids’,
‘immunosuppressants’ and/or ‘antimalarials’).

You will be given Saphnelo as well as your standard therapy for lupus.

Lupus is a disease in which the system that fights infections (the immune system) attacks your own
cells and tissues. This causes inflammation and organ damage. It can affect almost any organ in the
body, including skin, joints, kidneys, brain and other organs. It can cause pain, rashes, swelling in
joints, fevers and make you feel very tired or weak.

How Saphnelo works

People with lupus have high levels of proteins called ‘type I interferons’ which stimulate the activity
of the immune system. Anifrolumab attaches to a target (receptor) that these proteins act on, stopping
them from working. Blocking their action in this way can reduce the inflammation in your body that
causes the signs of lupus.

The benefits of using Saphnelo

Saphnelo may help to reduce your lupus disease activity and reduce the number of lupus flares you
have. If you are taking medicines called ‘oral corticosteroids’, using Saphnelo may also allow your
doctor to reduce the daily dose of oral corticosteroids that is needed to help control your lupus.
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2. What you need to know before you use Saphnelo

Do not use Saphnelo
o if you are allergic to anifrolumab or any of the other ingredients of this medicine (listed in
section 6). Talk to your doctor or nurse if you are not sure.

Warnings and precautions
Talk to your doctor or nurse before using Saphnelo:

o if you think you have had an allergic reaction to this medicine at any time (see below under
‘Look out for signs of serious allergic reactions and infections’).
o if you get an infection or have symptoms of an infection (see below under ‘Look out for signs

of serious allergic reactions and infections’).

if you have a long-term infection or if you have an infection that keeps coming back.

if your lupus affects your kidneys or nervous system.

if you have, or have had, cancer.

if you have recently had an immunisation (vaccine) or plan to have one. You should not be
given certain types of vaccines (‘live’ or ‘live attenuated’ vaccines) while being treated with this
medicine.

o if you are receiving another biological medicinal product (such as belimumab for your lupus).

If you are not sure if any of the above applies to you, talk to your doctor or nurse before you are given
Saphnelo.

Look out for signs of serious allergic reactions and infections

Saphnelo may cause serious allergic reactions (anaphylaxis) see section 4. Get medical attention
immediately if you think you may be having a serious allergic reaction. Signs may include:

o swelling of your face, tongue, or mouth

o breathing difficulties

o feeling faint, dizzy or lightheaded (due to a drop in blood pressure).

You may be more at risk of getting an infection when you are being treated with Saphnelo. Tell your
doctor or nurse as soon as possible if you notice signs of any possible infection, including:

o fever or flu-like symptoms

o muscle aches

o cough or feeling short of breath (these may be signs of an infection in your airways, see
section 4)

o burning when you urinate or passing urine more often than usual

o diarrhoea or stomach pain

o red skin rash that can cause pain and burning (this may be a sign of shingles, see section 4).

Each time you get a new pack of Saphnelo

. Write down the name and the Lot number shown on the outer carton and the label of the
pre-filled pen and keep this information in a safe place. You may be asked for this information
in the future.

Children and adolescents
Do not give this medicine to children and adolescents less than 18 years of age because it has not been
studied in this age group.

Other medicines and Saphnelo

o Tell your doctor if you are taking, have recently taken or might take any other medicines.

o Tell your doctor if you have recently had or are going to have a vaccination. You should not be
given certain types of vaccines while using this medicine. If you are not sure, talk to your doctor
or nurse before and during treatment with Saphnelo.
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Pregnancy and Breast-feeding
If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask
your doctor for advice before taking this medicine.

Pregnancy

It is not known if Saphnelo can harm your unborn baby.

o Before you start treatment with Saphnelo, tell your doctor if you are pregnant or think you
may be pregnant. Your doctor will decide if you can be given this medicine.

o Talk to your doctor if you plan to become pregnant while being treated with this medicine.

o If you become pregnant while being treated with Saphnelo, tell your doctor. They will discuss

with you whether you should stop treatment with this medicine.

Breast-feeding

o Before you start treatment with Saphnelo, tell your doctor if you are breast-feeding. It is
not known whether this medicine is passed into breast milk. Your doctor will discuss with you
whether you should stop treatment with this medicine while you are breast-feeding, or if you
should stop breast-feeding.

Driving and using machines
It is unlikely that this medicine will affect your ability to drive and use machines.

Saphnelo contains polysorbate

This medicine contains 0.4 mg of polysorbate 80 (E 433) in each pre-filled pen, which is equivalent to
0.5 mg/ml. Polysorbates may cause allergic reactions. Tell your doctor if you have any known
allergies.

3. How to use Saphnelo

Always use this medicine exactly as your doctor has told you. Check with your doctor, nurse or
pharmacist if you are not sure.

The recommended dose is 120 mg once a week. Saphnelo is given as an injection under the skin
(subcutaneously).

Your doctor or nurse will decide if you can inject this medicine yourself or if your caregiver can do
this for you.

Before injecting Saphnelo

o Your doctor or nurse should train you or your caregiver how to use Saphnelo pre-filled pen in
the right way.
o Carefully read the ‘Instructions for Use’. Do this each time you get a new pack. There may

be new information.
If you or your caregiver have any questions, talk to your doctor, nurse or pharmacist.

If you use more Saphnelo than you should
If you have used more Saphnelo than you should talk to your doctor immediately.

If you forget to use Saphnelo

o If you miss your dose of Saphnelo, inject a dose as soon as you remember. Then, continue once
weekly dosing based on the new day Saphnelo was injected or at your regularly scheduled time
as long as there are at least 3 days between the doses.

o If you are not sure when to inject, ask your doctor, nurse or pharmacist.

Stopping treatment with Saphnelo
. Do not stop using Saphnelo without talking to your doctor.
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o Your doctor will decide if you need to stop using this medicine.

If you have any further questions on the use of this medicine, ask your doctor, nurse or pharmacist.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Serious allergic reactions:

Serious allergic reactions (anaphylaxis) are uncommon (may affect up to 1 in 100 people). Get
medical attention immediately, or go to the nearest emergency department, if you get any of the
following signs of a serious allergic reaction:

o swelling of your face, tongue, or mouth

o breathing difficulties

o feeling faint, dizzy or lightheaded (due to a drop in blood pressure).

Other side effects:
Tell your doctor or nurse if you get any of the following side effects.

Very common (may affect more than 1 in 10 people)
o infections of the nose or throat

o chest infection (bronchitis)

Common (may affect up to 1 in 10 people)

o infections of the sinuses or lungs
o shingles (herpes zoster) - a red skin rash that can cause pain and burning
o allergic (hypersensitivity) reactions

Not known (the frequency cannot be estimated from the available data)
o joint pain (arthralgia)

Reporting of side effects

If you get any side effects, talk to your doctor or nurse. This includes any possible side effects not
listed in this leaflet. You can also report side effects directly via the national reporting system listed in
Appendix V. By reporting side effects, you can help provide more information on the safety of this
medicine.

5. How to store Saphnelo

Do not use this medicine after the expiry date which is stated on the label and carton after EXP. The
expiry date refers to the last day of that month.

Keep this medicine out of the sight and reach of children.

Store in a refrigerator (2 °C — 8 °C).

Store in the original package to protect from light.

Do not freeze, shake or expose to heat.

If needed, an unopened carton can be stored at room temperature (20 °C — 25 °C) for up to 7 days.
Once the Saphnelo pre-filled pen has been removed from the refrigerator and has reached room

temperature (20 °C — 25 °C) it must either be used within 7 days or thrown away (discarded).

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.
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6. Contents of the pack and other information

What Saphnelo contains

. The active substance is anifrolumab. Each pre-filled pen contains 120 mg of anifrolumab.

o The other ingredients are histidine, histidine hydrochloride monohydrate, lysine hydrochloride,
trehalose dihydrate, polysorbate 80 (E 433) (see section 2 “Saphnelo contains polysorbate’) and
water for injections.

What Saphnelo looks like and contents of the pack
o Saphnelo is a clear to opalescent, colourless to slightly yellow solution.
o Saphnelo is available in a pack containing 1 pre-filled pen.

Marketing Authorisation Holder
AstraZeneca AB

SE-151 85 Sodertélje

Sweden

Manufacturer
AstraZeneca AB
Gértunavagen
SE-152 57 Sodertélje
Sweden

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

AstraZeneca S.A./N.V. UAB AstraZeneca Lietuva
Tel: +322 37048 11 Tel: +370 5 2660550
bbarapus Luxembourg/Luxemburg
Actpa3eneka brirapus EOO/] AstraZeneca S.A./N.V.
Temn.: +359 24455000 Tél/Tel: +322 37048 11
Ceska republika Magyarorszag
AstraZeneca Czech Republic s.r.o. AstraZeneca Kft.

Tel: +420 222 807 111 Tel.: +36 1 883 6500
Danmark Malta

AstraZeneca A/S Associated Drug Co. Ltd
TIf.: +45 43 66 64 62 Tel: +356 2277 8000
Deutschland Nederland

AstraZeneca GmbH AstraZeneca BV

Tel: +49 40 809034100 Tel: +31 85 808 9900
Eesti Norge

AstraZeneca AstraZeneca AS

Tel: +372 6549 600 TIf: +47 21 00 64 00
EAAGoa Osterreich

AstraZeneca A.E. AstraZeneca Osterreich GmbH
TnA: +30 210 6871500 Tel: +43 1711310
Espaiia Polska

AstraZeneca Farmacéutica Spain, S.A. AstraZeneca Pharma Poland Sp. z o.0.
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Tel: +34 91 301 91 00

France
AstraZeneca
Tél: +33 1 41 29 40 00

Hrvatska
AstraZeneca d.o.o.
Tel: +385 1 4628 000

Ireland
AstraZeneca Pharmaceuticals (Ireland) DAC
Tel: +353 1609 7100

Island
Vistor
Simi: +354 535 7000

Italia
AstraZeneca S.p.A.
Tel: +39 02 00704500

Kvnpog

Aléktop Qappokevtikn Atd
TnA: +357 22490305
Latvija

SIA AstraZeneca Latvija
Tel: +371 67377100

This leaflet was last revised in

Other sources of information

Tel.: +48 22 245 73 00

Portugal
AstraZeneca Produtos Farmacéuticos, Lda.
Tel: +351 21 434 61 00

Romaénia
AstraZeneca Pharma SRL
Tel: +40 21 317 60 41

Slovenija
AstraZeneca UK Limited
Tel: +386 1 51 35 600

Slovenska republika
AstraZeneca AB, o.z.
Tel: +421 2 5737 7777

Suomi/Finland
AstraZeneca Oy
Puh/Tel: +358 10 23 010

Sverige
AstraZeneca AB
Tel: +46 8 553 26 000

Detailed information on this medicine is available on the European Medicines Agency web site:

https://www.ema.europa.eu.
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Instructions for Use

Saphnelo 120 mg solution for injection in pre-filled pen
anifrolumab

This ‘Instructions for Use’ contains information on how to inject using Saphnelo pre-filled pen.

Read this Instructions for Use before you start using Saphnelo pre-filled pen and each time you
get a refill. There may be new information. This information does not take the place of talking to
your healthcare provider about your medical condition or your treatment.

Your healthcare provider should show you or your caregiver how to use Saphnelo pre-filled pen the
right way. If you or your caregiver have any questions, talk to your healthcare provider. Saphnelo
pre-filled pen is for use under the skin (subcutaneous) only.

Important storage information and warnings

. Store Saphnelo pre-filled pen in a refrigerator between 2 °C to 8 °C in the original carton
until ready to use. If needed, an unopened carton can be stored at room temperature between
20 °C to 25 °C for up to 7 days.

. Keep Saphnelo pre-filled pen in original carton to protect from light.

. Each Saphnelo pre-filled pen contains 1 dose for one time use only. Do not share Saphnelo
pre-filled pen with other people.

Do not use Saphnelo pre-filled pen if it has:

. been frozen or exposed to heat.

. been dropped, damaged, or appears to be tampered with.

Do not shake Saphnelo pre-filled pen.

If any of the above happens, throw away Saphnelo pre-filled pen in a puncture-resistant (sharps)

disposal container and use a new Saphnelo pre-filled pen.

Keep this medicine out of the sight and reach of children.

Saphnelo pre-filled pen parts

Do not remove the cap until right before injecting Saphnelo.
Do not touch the green needle guard.

Before use After use

Viewing
window

B == | =
-

Cap (removed)

Protective sleeve

= ‘

Cap Liquid Label with Green needle guard ~Oreen
medicine expiry date (needle inside) plunger
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Preparing to inject using Saphnelo pre-filled pen
Step 1 — Gather supplies for your injection

/EJI = | //\

(
\

1 Saphnelo pre-filled pen from the 1 alcohol 1 cotton ball 1 small 1 sharps disposal
refrigerator wipe or gauze bandage container

\ J
|
Not included

See Step 10 for instructions on how to throw away (dispose of) the used Saphnelo pre-filled pen.

Step 2 — Inspect carton and wait 60 minutes

Select a clean, well-lit, flat work surface, such as a table.
Check the expiry date (EXP) on the carton.

. Do not use if the expiry date has passed.

Check the carton for damage.

. Do not use if the carton looks damaged.

Let Saphnelo pre-filled pen come to room temperature for
60 minutes before injecting.

. Keep Saphnelo pre-filled pen in original carton to protect from
light.
. Do not warm Saphnelo pre-filled pen in any other way. For

example, do not warm it in a microwave, hot water, direct
sunlight, or near other heat sources.

Step 3 — Remove Saphnelo from the carton and inspect
Open the carton and remove Saphnelo pre-filled pen by gently
grasping the middle of the device.

Check the expiry date on Saphnelo pre-filled pen.
. Do not use if the expiry date has passed.

Check Saphnelo pre-filled pen for damage.
. Do not use if damaged.
. o /)

Check the liquid through the viewing window.
o The liquid should be clear and colourless to slightly Inspect

yellow.
. Do not use if the liquid is cloudy, discoloured, or

contains visible particles.
. It is normal to see small air bubbles in the liquid. Do not

try to remove the air bubbles.
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Injecting Saphnelo

Step 4 — Choose an injection site

You or your caregiver can inject in the front of your thigh or the
lower part of your stomach (abdomen).

A caregiver may also inject you in your upper arm.

Do not try to inject yourself in the upper arm.

Choose an injection site that is at least 3 cm away from where
you last injected.

Do not inject:

. into the 5 cm area around your belly button.

. where the skin is red, warm, tender, bruised, scaly, or
hard.

) into scarred, damaged, discoloured, or tattooed skin.
through clothing.

Step 5 — Wash your hands and clean the injection site
Wash your hands well with soap and water.

@ Injection by caregiver only

. Self-injection or by
caregiver

Clean the injection site with an alcohol wipe or with soap and water. Let the site air dry.

. Do not touch the
cleaned injection
site again or blow
on it before
injecting.
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Step 6 — Pull off the cap
Do not remove the cap until you are ready

to inject.

Pull off the cap.

. Saphnelo pre-filled pen is now
unlocked and ready to inject.

. Do not touch the green needle guard
or the needle inside.

. Do not recap Saphnelo pre-filled
pen. This could cause the medicine

Protective
sleeve

to come out too soon or damage the
pre-filled pen.
Go to Step 7 right away after removing the
cap.

Step 7 — Inject Saphnelo

Inject using Saphnelo pre-filled pen by following the steps
in figures a, b, ¢, and d.

To deliver a full dose, press and hold Saphnelo pre-filled
pen for about 15 seconds until the green plunger fills the
viewing window.

You may hear a first ‘click’ at the start of the injection and
a second ‘click’ at the end of the injection.

Do not move or change the position of the pre-filled pen
after the injection has started.
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Position Saphnelo pre-filled pen.

. Place the green needle guard
flat against the skin (90-degree
angle).

. Make sure you can see the

viewing window.



Press down firmly and hold Hold down firmly for about

against skin. 15 seconds.

. You may hear the first . The green plunger will
‘click’ right away. This fill the viewing window.
tells you the injection has e You may hear the second
started. ‘click’ at the end of

. The green plunger will injection.

move down in the
viewing window.

Step 8 — Check the viewing window

Check the viewing window to make sure all the medicine has
been injected.

If the green plunger does not fill the viewing window, you may
not have received the full dose.

. If this happens or if you have any other concerns, contact
your healthcare provider.

N\ /N

Before ___ B ) (E ) After

injection \_/ v injection

Step 9 — Check the injection site

After you have completed
your injection, lift Saphnelo
pre-filled pen straight up.

The green needle guard
will slide down and lock
into place over the
needle.

)

Q/S\

There may be a small amount of blood or liquid at the
injection site. This is normal.

If needed, press a cotton ball or gauze on the area and
apply a small bandage.

. Do not rub the injection site.
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Step 10 — Throw away (dispose of) the used Saphnelo pre-filled pen
Put your used Saphnelo pre-filled pen in a sharps
disposal container right away after use.

Do not throw away (dispose of) Saphnelo pre-filled
pen in your household trash.

Disposal guidelines

Dispose of the full container as instructed by your healthcare provider or pharmacist.

Do not dispose of your used sharps disposal container in your household trash unless your
community guidelines permit this.

Do not recycle your used sharps disposal container.
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Core Data Sheet AstraZeneca
SAPHNELO (anifrolumab) 150 mg/mL solution
300 mg for infusion in vial; 120 mg for injection in pre-filled syringe/pre-filled pen

CDS
Drug Substance Anifrolumab (MEDI-546)

Document Number I

Version [

Date I 08

Supersedes Version [l
200

Core Data Sheet
SAPHNELO (anifrolumab), 150 mg/mL
300 mg solution for intravenous infusion in vial

120 mg solution for injection in pre-filled syringe/pre-filled pen
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— 3.2 BAEIOMR
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1.1 AR, B, MIE. BRSORMEESCRAECT Ll ate vl "

HICHETE SERMBRICONT, FMONTOTABH | (Wt 1o 0 e DT REAAIT, RGRIRE ~RRE

BESEMTUF T b—FREROTH5H - BREHD o 6%%8(;%%2

EfOHET. FRICLDEBOBRENBREE LED & S @%ﬁgmggbg(%%%)

280R]

FIRSNDEGIDH ICERT B & HFERBREDY 2
J=BRIEBTAEEN G, FBEZROBEETEZET S
BETRERZEETILTEIUREN S D, e FHED
BESFASHTRBVLD. BEEEORRBHHESINTL
3. BEMBICEIS. AFNRBRZTESEIEF TN
CLHBD. FEOFHERUERIEZBREICT5EHEAL.
BENEBUIEZHIBLUL LT, BEZRIBI DI &
[11.1.

1.2 EERRAE
BRIMAE, Ffisk. BEERPEZ SO BEIRREES OGN
RMENRESNTVB D, THRBERREITS IR ERPE
DOEBITERL. FHESEICHRREDBIRNISERL S S
BNBEICE. EODCESECERT 5 &5 EEZEE
B &, [8.20 9.1.1, 1.1.288,]

1.3 28%IUFTIYM—FRBETIR. FEDBEZTSHE
IC. 2704 K. REIHESOEHETYFY M—TRE

s

4. MEEXFHR
B aECTHRI T2 BE2HEIUFTI b—FTR

5. MEENIIZIRICEHET BFR

5.1 BEOBREICBWVWT, AT7HA N, RBHEEcL588
HT) T =T AT 2B 2IREEIT> T, FEEEH
HEETHEEIC. AFZ ERELTRET S &,

5.2 Hildiik. HidsDNATEZED HEHUEDPBETH 5 2 & HE
BEN2FHTYFY T ABEIERAT A&,

S EKRREICBWT, BREOIL — 7 ZABRXITERE O RREE
V=T 2A%BTHEEMET) T~ b—F2AEHIINT 2EE
ROESEIMEEN TV WL, [17.1.1-17.1.4%8]

5.4 17. RBBOEOWNEZBH L. AEIOEWIHR OZLES
T L BT, BEISEEOBIRETS 2 &

6. RARUEE
BROERZTIRI ST L, WE. RARUSEUEO/NRICIINY AT CEETFHRIERZ)
Y U, 1E10me/ke 2400 2%, 4B SmBE L, bl
). BR (ROBECERSLEVN &) SEEOMETRET 5.
2.1 KAOHS 0 UBEIEOBEED S 5 B e
2.0 BELBAEOBE EREBLSEHBLNNH 5] 7. RARUMHE(CPIET iR
23 e o Ltk £ B (L s e B ] 7.0 FKANC £ HBRRISIE. BEIZSH, 565 ALAIES R
b 3o 69 BLAICATEREAE S N A 12, A

DR ZHEICHE T 5 &,

3. #ER - BB 7.2 BREBICB W, KA MOEMBAIEZ 7aR-RAT 7
% %3.1 485 I FEFEAIE ORISR T 2 BEKROLRLEIIMET ST
— — e S e W, [17.1.1-17.1.4%18]
RFEd |2 R SEHEA120mg | XY A Y sl A400mg
LA 7 LR N1 7 )Lk 8. EELEAIER
NY LT (BEFEEZ) (N LT (BEFHEBRZ) 8.1 AANCEHE L/ BBIEORBRNRE SN THB D, EENIEH

136mg™

432mg™

ARYVILAR—180 0.7mg

RYYLR=180 2.2mg

AAEFvIZAITu—vifilaz A nCilEsN S, REORETE
IER T A1 S OBLEIC Y Y OAERORT b v ROT 4 Rl
HRSy 7L T F o 2ERLTW5S,
) EHEWRIIROBEEEERE L. 1V 7LD 5 120mg i

400mg ZEH T AICB L2 BZHERT 27-DICBETTAINT

W

MR E - EH DD D, £z, BEERISORIRNE

B | REIOREFEICESE, | AEHOFESECEDOE, H NTRDODOENZEENDH 5. BIRPEROFKESRD 5 Nizi5
HE S RZKL.SmL CIEMR L | B4t H7K4.8mLCIAM L FIClE, BHEICRZTHEOHAAT L&, [11.1.1308]
FAREEDS B, 1.5mLIC| - EELED> 5. 5.0mLIC 8.2 RANX. BED) AT ARSI ELH0[EEPH L. TDD
EENHBIIN0mgE 25, |EENHRIZI0MgE %50 FHIOBEICEL TR, TORBEZITV. BEEOREDHE
I UEKAY) 0.27mg| 7 T VEIKAY  0.86mg BIIEFET A &, BHYEOBIBEXIIERDS & 5 b /25 E&I1C
JI VT NV LRI 7 T VRS N U T LKA 3, EPPICHYEICERT AL HOBERIEET S L, [1.2,

RINF] 4.6mg 14.6mg 9.1.1. 11.1.2&#]
e =h 136mg |3 18 432mg 8.3 AAEE TN - THMICE T 2+ 5 22 K ORISR X A%

BICMA, A& —7 x0r-yitfEaBEzTw, BERRCTHR
BEERTHOLICED., BEBROBEAERT 5L, £/2.
AHESH L B XARRE S OEY) 4 RE 2 EHICT S 4 &
BOFBIITTHIER L. BFIIH L. EE2EERSH
BLU75E (Fd 58, BAZE) IC3HPL2ICEIREICEE
TH5EHOHATHI L. B, BEOESEIERSNGHE
BARIEBEE LzWw &, [2.3, 9.1.25H]

8.4 KA EHRIZ, £U 7 F U ERBICXHABEERBEOY A7 %
BECTE WD, £77F VERIIITbEVWI &,



8.5 RAlZHEENT-EBEIIBVLWTEEBE RSN TV,
AElE OBBEMEIZHES TR 0nY, BEEGSORRICEER
T5Z &, [15.12M1]

8.6 BIUF RV AL ZAF v 7 OEEIIBFEREE (HBsHURRE
. A OHBCHUAIIHBSHUARGE) 128\ T, BRIFFRY AL
DEEEICE DR AP HEDNZIENH LD T, RAFKEIC
FiL-> T HRTANVABROFEZMERT 2 L. [9.1.35H]

8.7 5O, BERESENVERERNHSDNHIENHZHDT,
NSDOERPEBT AL OV TEERVZOREEIC+57
FAL. AR, AEFOBMREOZEAH 5 bNIZIHEITITE
PRIHEHIRIGEET B XL OFETHI & [9.1.4 11.1.52]]

9. NEDERZEIBEEICHTZER

9.1 SHIE - BIHEESENSG 2 BE

9.1.1 BRE (BERLBRIEZIRL) DBREXIFBIYENEEDLN
3EE
BYYENET 5B ENAH S, [1.2, 8.2, 11.1.25H]

9.1.2 EROEEEZE T 2 BEX FBRFRIROND BE

MBEZOBRFREEZET HEE T BEEEHLsE2B2LD
H5B. [8.3. 11.1.2%&]

) & OBEREZ BT 558 X IHEZERPEDN 25 EITIE,
R OBEERY» S HEMICHEHKT 22 L. Towdhro
BEICE, FRE UTHRARSRNICHE 2 ENEZ RS 2
Z&o [8.30 11.1.25H]

- MR ERRE CRIBEEZICERT 2 EES NS BEEER
TEHEH

- ERORERE (MoLEeat) AT 58E

Ay =T zur-yEERBEOREICLD . BURGEHR <
BbnsEE

- WEEE EORERMELET 2 BE

9.1.3 BEIFFR DA IV AF + U7 DEERIIEFERFRE (HBsHIR
BEtE. hDOHBcHUAX [EHBsHLAR )

ISR EESTA VA VAT =N —DE=F ) > TEITD 7%
E BEFRY A VAOEEHEOBELERORRICERT 5
Z&. [8.65MH]

9.1.4 52", SOREXRIFZDEEE. HRIEXIFBRER
DEIFEZRY 3EFE
BieE. BRENPHO-DNEBENNH 5. [8.7. 11.1.55H]

9.1.5 EEMHRDEHEFEDH S EE
EHNICHRZ 2T 2 E, EET S &, [11.1.45H]

9.4 £iERE=HT HE
FiREH/HET H2HEICOVTIE, wELEOFERE L EREEL+
DEBLT, KAKRSOMGOAEZEEICHETT S &0 &
7z FAEIZHIET 25513 FAOKRESHIERD G L b4 A
ME CIIBEMLBEEZITS LHEET S &, [9.55H]

9.5 17
IR IR L C WSRO & 2 ZIEICIE, R EOFEN
ekt z ERl S A SN BB EICOARET LI & YL
TRV LAY TR Z2ERT 2 I EAMESN TS, HiIRH
OFNVICERKEESR (AUC) O0.4FICHET 2N LT T %
B5 U7RC, AR TREMBARAMOEEA R D 5 N iz A,
IIHE TIZEHE L7z, [9.45H]

9.6 FIIE
WREOFEEROCBAREOREEEZEZE L. BALOMRX
Rk T 22 L. PLTRY LS TIEHITFABITT 2
ZEPMESN TV S,

9.7 IR
SEAM DL REZFR E U ERREABRIIER L TWLa L,
9.8 &

BEOREZTDIBE L P SHEEICKRE TSI L, — &I,
EHBEPENL TN,

1. 8lfeR
ROBWERNHSDNBHIENHHDT, BEEZTFIATN. BHE
PROONIHEIIIIR S 2T 574 EBYLLEZITO I &

1.1 EXGEHER

*11.1.1 ERGEFHEE (0.6%)

Yavy, 7H747Fv— (MEETF. SHE, MEEFE,
MFIRREESE) FOEELBBIENH 5HbN 2 ENb B, Fi.
INSOERPENTHEDNZZENHD . ZOEBREDK

-

Ik, BB, B, EY. B BERUETTESY S
BIEbHB. [8.15H]
11.1.2 BREEE (19.6%)

Wi, BRI, EHEOEEABIIELS 5 b5 I ERH 5.
[1.1. 1.2, 8.2, 9.1.1. 9.1.2%H8]
11.1.3 EITHSSMEERE (PML) ()

RAEI OB R AR TR B ORIEE + 5 I BE L.
HHEE, WAEE, FEER (U, ). SHRE
LD B 6 DN BE L. MRIC & 5 ERENL ORI 8
WREXTS EEbIT, BEEHLEL. BYLABEEES C &
11.1.4 FEE MR (0.1%)

e, W, PRIREREESE O IRIRERRER IS+ L, R
25N BAICIE. Eo» I IHXRRE. WRCTRERD
M A RESFER L. AAOREEFIET 5L bIc=a
—EY AT 1 AMREOEIBE (B-DILH Y ORES) %
ERICANEY A MERF5 C &. [9.1.55]
1M.1.5 505 (0.1%). ERXB GEERY), SREE
RER)

[8.7. 9.1.4518]
11.2 ZDHEDEIER

1%2L F 1% K1
* MEBUE I P
B HE BN
Z Dfth FE#

14. ERAEDER

14.1 ZRIFAREFOER

14.1.1 AANIHARBBREOCHERL TERT S 2 &,

14.1.2 KRANIS% 7 REFEHERES L2 W &,

14.1.3 KENZFEEFRZ2EELTVWAEVD T, BREOFTFIZER
HICHRIET 2 2 &,

14.1.4 BfRF%

(1) ST % INA 7L a5 72D 120mg/ 1 7 )LIZiE].5mL, 400mg
INA T IZIE4.8mLINZ 2 &\ B8O/ mMLOERIK & 75 5.
BRRICIZ, WA ZIE THEWE D ICESEAKENA 7LD
BEHICIR - TEPICEAT 5,

(260N A 7L ZREE ST T, FOBSTRENA TILEZHIRIC
BET S, MKDBMRT HE T, 55T EIT60MENA 7L E
BOPICHES T BEZEVIET. BOEEYLEVWI &, @H
WFESHKEMA T, 510~ 153 TREIBRET 25, 30912
ErPHEELH L. BREEZHVTARAIZERT 55461
500rpmBL R T30 LIRDERICE ED B T &,

Q) AMIRIZES B2 BT 5 2 & BREES D ICHER LW
Gl BRRKRIZ2~8CTRET %,

14.1.5 FIRAE

() BETIE250mLOE AR CHR L, SEEEHET %, 3
BRRONER L FAEZ EBEIERO250mLER/N Y 7 XIdR
ML SH 6P CHIKER S, BEDIEENII0kgLURDIHEIC
. AEAEROI00MLERE/NN Yy F IR ML EFERT A2 &0
HIsE 2o BRI D A - 1251 TV 6 AR H O A8 O VAR % £
U, AFEEBERO/NY IR MUASIZ, B, izs
TIRHT %0 NA TIIFER > e REHOBRBIIERT 52 &,

QFR UL 7-BREEHER L. KT XIEEAYPRD 5 N5 IEE
HALlEznwZ &,

Q)EHAERTHM U IZBHRBRIZ2~8CNIIERTRELTH &
(R

14.2 ZRIGSEOER

14.2.1 KANZEHEEICOARVSZ &, BEETTHES LV
Z&s

14.2.2 RAENZ. FHFKCHERR. SEEER THIRL THIZL
TeIAVICEDERETHHDE L., MOTHH - @RS LIRS
LanZ &,

14.2.3 AANZIBERE DL E D CEMEEdT 52 &

14.2.4 KE| = AR L T o RBMNICEEEEA25ETd 52 &,

15. ZOfD;EE
15.1 BRERIEAICED< 155

B (EA 5 —vHEEEER<) ORERE, EEt
% 1308 O BEL1 137508 B2 1 B 1 T . AAI10mg/kgBE T
0.2/100NFE. 75 RBETO/I00NETH -7z, BHVEIHER
EfDBEL110751548%. BEL110752i56% %2 & G & MET T, &



H10mg/kgZ x5 SN BEICB W TEREE X5/ —<
HREEZRL) BREShELP o, £/ B FNEHFIOE
BEELE S AR B O BELL1 2341358 IC B 1 2 BHEEE (X T
J = HREEER) ORBRIL, KRAHI200mgHET0.4/100 A
F, 7T ERET.4/10NETH -7z, NESLEREZXR &
U 7 BB RSE T AR ER O BEL114055:8% T 13 B IEE 1T
SNahrolz. [8.550]

16. Z4EEE

16.1 M4RE

16.1.1 BOlgs
MAZEETY 7 =7 A (SLE) B&IC. AAII0mg/ kg% HaIERMN
5 U7 B O MG S E R R OB S5 X — ¥ 2 2N ZhRIR T
HHTRT Y,

1m
&
i
~N
Y
L
4
Z
b3
E
(ug/mL)
1 T T T T !
0 20 40 60 80 100
B (B)
E1 REASLEZZEICHAI10mg/kgZ HEFRAIZS UTBOANU LT D

DMEFREHERE (TIHE+FRERE. 460

R ASLEZEICHAEI0mg/kgZz BEEHRAIES U IO MERANY

LT OEMEHE/NS X —9  (461)

BEYMHRIT A= BATISME (95%EHEXE)
Cmax (ug/mL) 223 (193, 256)

=1

AUC ©-nn (day - pg/mL) 2814 (2104, 3763)
SO, (day) 0.60 (0.09, 3.98)
HEMED, (day) 15.7 (9.67, 25.5)
CL (mL/day/kg) 3.55 (2.66, 4.75)

Vss (mL/kg)
16.1.2 RigiZS
SLEREICAHI10mg/kg & REFIRAI S U 72 R > BRI B REARAT 1
KBIMBFRNRY L7 T OENEREINT X — 5 OHEM[ERUTT
K2 AENOMg/kgZEEIRAIZS LU TBROERREBOMBEFNY A TD
BEYEE/INS X—5 (BEEEMENRERT)

76.2 (52.4, 111)

HAARA SHEARRA
EYBNREIST R — % SLE&E# SLERE /J\L%SLEEE;;)%
(39%1) =V (563) (53f1) *

275 (265-285)
2660 (2495-2835)
20.3 (19.0-21.7)

308 (303-314)
2809 (2731-2888)

18.1 (17.7-18.5)
232 (226-239)
5241 (5186-5296)

315 (290-342)
3012 (2695-3367)

16.4 (14.9-18)
158 (143-176)
3521 (3164-3918)

Cmax (pug/mL)
AUC o)
(day - pg/mL)
HAMEDL, (day)
CL (mL/day) 201 (186-218)

Vss (mL) 5138 (5022-5258)
e FrfE (95%EFEX M)
1) BEL113750585% O S4B REMZ T MR o H AR AREFR]
1#2) BEL11075135% &% O'BEL 1107525t 8% 0> 4 B HE AR AT ot 5 (A Al
10mg/kgBf)
1¥3) BEL114055#8% (HAAN2f% &)

17. BRPRAGE

17.1 BERURLHEICET 5558

17.1.1 ERHEREISE M5 (BEL1137505K5%)
BEfF OSLEWREE (BAIIHA) 22T TV 2 HEFUEBE 5
dsDNAHARET. 227 —=> Z#OSELENA SLEDAIZ 2 78I E
ORBIEEERE T HSLERE (FEIED )L — 7 RAB KT ELE D FFHRHE
=T 2EBHRIED) 70561 (HARTSI L BEOFI 2 &) 2HREL
_EEMT T AR G (52ER) & EM L. BEFEOSLER
B E QP T TARIO0mg/kgXIE 7T A2 F)E., LEREG. 4HEEE.
DIFIZ A & & ACEIRNIR S LT, 8. SR . fho £
EY 7 aRAT7 7 3 REERIOMAIE2E1E L7z, SLE responder index
(SRI) 2D L ARy ¥ —EIRIZDONWT, 55BE TIXAH10mg/kghtlc B
WT53.8% TR ARBICBVTL0.1%TH D AHI10mg/kght Tla 75
T ARBHICHANTHREZZMICERICSRIV AR Y ¥ =KD ED - 1 (FEE
HA v ZH1.99. 9S%(EHEXM : 1.40-2.82. p=0.0001) (1), HAA
®H (75w RERL21060. AFI10mg/kghE3961) D52ABEOSRIL 2K 5

—Hi3, 75U ARBET25.0%. AH10mg/kgBEiT46.2%TH > 1 (RIF
% v RH2.57, 95%(EHEER : 0.78-8.47) V.

BIfEF SR L. A7110mg/kgBET28.9% (136/4706]) TH-7z0 E
LEWERIE. ESOERR.0% (19/47061) . #RAZ52.3% (11/47061).
BEHSESS . ARG RS, MME2.1% (£10/470(1) TH -7z [5.34
7.25H8]

=1 S52BEOSRIL ARV S —=
2R
TR AREE | AAIO0mg kg
2261 4514
523 O FP Bl 217 446
SRIVARY & —. Bl (%) 87 (40.1) 240 (53.8)
T RBEEDE, % - 13.72
TR REEOFEREHT v AL
(G5%CT) 1.99 (1.40, 2.82)
plE™ - 0.0001
HARANER
7TIYAREE | AAHIOmg/ kgt
2141 3941
523 B O FF 555 20 39
SRIVZARY & —, Bl (%) 5 (25.0) 18 (46.2)
Tt RBEEDE, % - 21.15
TSvARBEDT v A (95%CI) ) - 2.57 (0.78, 8.47)

*a) Modified intention-to-treat®&M® > 5. 1441 (HAANERFIL1H])
MR —=ZF A »DOSELENA SLEDAIR I 74K, XIZPGADFE
i 7375 72 = 72 72 OSRIDFHM I E O 72 o 72
Fb) #E5R. N—2F54 »OSELENA SLEDAIZ 27 (95 Fvs.10
mLLE) . B R=2F4 > ORiE (CIRV/ILCADEIEYs. Eh
DIgh) ##ZEE LT, AFI10mg/kghts /St RBEz i L-0
DRAT 4 v 7 ERAHT.
Fe) BESROARMERE Uiz (4 v REIERHAE),
17.1.2 ;B515E MAEEAER (BEL11075151K5%)
BEfF OSLEVREEY (BAISIIHHH) 2% TV 2 HEHIER % X35t
dAsDNAFEBET, A7) —=> ZEDSELENA SLEDAIZ 2765k
DEBEHEAFT HSLERE (EEDIL — T AZERKCELE PR
B — 7 ZERILEY) 819BIZ MR E L ZEER T T L R H
B (T6iMR) %M L7z, BEEOSLERERE E O T TAA Img/kg™ .
10mg/kgX iz 7 IR0, 2BEE. 4EAME. DEISERT &I
RAIES L7zo 2B, HEHRFR. thoEMBFI LT 7ak2A 77 IR
EER OER 328 1E L7z, SLE responder index (SRI) YO L AR>S
—EVRIZONT, SUEECIEAA lmg/kgBEIC 51 T40.6%, AAI10mg/
KgBEIC B T43.2%. 7T RBHCB L TI3.5%TH D . AHI0mg/ kgl
T T T B RBC AR THEIENICERICSRIV AR Y ¥ =R E o 7z
(GREE A v RH1.54, 95% XM : 1.08-2.19, p=0.0167) (F£2) “.
HIfEFISEISEE 1. AHI10me/kgBET38.1% (104/27301) . AHIlmg/
KgBET44.3% (120/27161) T > 70 FE22BWEMIL. AHI10mg/kght
T EZERERT.0% (19/273f1) . Hind.8% (13/273f) . BIEMER3. 7%
(10/27361) . RAIImg/kghE TIRESEES. 1% (22/27141) . &8RS
7.7% (21727161) . KEZR3.7% (10/27161) TH-o7z. [5.3. 7.2%

]
x2 S2ERSOSRIL ARV —=
75 REE | AAImg/kgBE | AAI10mg/ kgt
27541 27161 27361
SRILV AR &—, Bl (%)] 92 (33.5) | 110 (40.6) | 118 (43.2)
T RBLEDE. % - 7.14 9.77
TR EORBBHT v 1.36 1.54
ZH (95%CI) #) (0.95, 1.94) | (1.08, 2.19)
pfE™ 0.0889 0.0167

Ha) N—2RF 1 >OSELENA SLEDAIZ 27 (95l Fvs. 105551 E).
N—=2Z254 YOREHA (2g/24hrkiiivs.2g/24hrll £) RO A
(77 VAROFHRIET 2 ) WEEROFHvs. Tofth) 2HER
ELT, RADOBHERE S SERABZRHBE LTI AT 1 v 7[H
JRoHT o

17.1.3 /8555 MAEESER (BEL110752515%)

BEfF OSLEVRE®Y (BAISUIIHHA) %220 w2 RHIAEBE IR

dsDNAEBE T, 2271 —= > ZEDSELENA SLEDAIZ I 761/ E

ORBIESEAET HSLEEE (BEO L — T AB XK OEREO R

L — 7 ZIZHAE)) 865012 R & Lz ZEE M T T & AR iR

B (S2iEM) %FEM L7, BEEOSLERERE L OO T CAAIImg/ kg™ .

10mg/kgXiE 7T Rz WE. 28M%. 4EME. DESHE”R T &I

IRAF S Lz 728, MR, oEMBFIET 70k 77 I F

EEAI ORI 328 1L L7z, SLE responder index (SRI) 2@ L AR> %

—EIRIZONT, S2ERFTIEAH Img/ kgl BV T51.4%. AHI10mg/

KgBEIC BV T57.6%. FIERBICBNTA3.6%TH 0. AAI10mg/ kgt

T T T RBHC AR THREIENICAERICSRIV AR Y ¥ —R P E o /-

(FAEIE A A v RH1.83. 95%(EHEXM : 1.30-2.59. p=0.0006) (£3) %,



BIVEFARIRSEE X, AFI10mg/ kgl T36.2% (105/29061) . AAIImg/kg
BET31.6% (91/28861) T 7o EABIERIL, AAI0mg/kghCHEM
4.1% (12/29061) . FRESEEZ2.8% (8/290f) . MHEEZ$2.4% (7/2904) .
Al mg/kgBECHREA.5% (12/28801). BRIEE, KELAE2.4% (&
7/288) TH-7ze [5.3. 7.28H]

K3 S2EEFDSRIL ARV S —=F

75 REE | AR Img/ kghf | AAI10mg/ kg Bt
28761 2884 29061
SRILVAKR>Y & —, BiE (%)| 125 (43.6) | 148 (51.4) | 167 (57.6)
TIERBEDE, % - 7.83 14.03
TS RBEEDOTHBEHT B 1.55 1.83
R (95%CI) #) (1.10, 2.19) | (1.30, 2.59)
pfE™® - 0.0129 0.0006

Fa) N—2F 4 »®OSELENA SLEDAI 227 (9Ll Rvs. 1080 E).
R—2F4 Y DOREHA (2g/24hrkifvs. 2g/24hrbl E) RO A
(7 7V AROFHRIIET AV W EEROFHvs. ZDOfth) 2 AR
ELT, FHORAREE /S ARZ B LY 25 ¢ v 7[[
Sanii

17.1.4 EIRHESE T48:88% (BEL1140555158%)
BEfF OSLERE™) (HAISEHR) 220 T v 2 EFIERBE T
dAsDNAFL KRBT, 22 1) —= > ZEDSELENA SLEDAIZ 2760 &
DEBIESEEZET 25~ 1TROSLERE (BEEDIL— T AB KKV ELE
OFIREREIL — 7 ZNEIRILEY) 9361 (HATSMLzBEBl &) %
MRELZZEERT T AMB R (528M) 2EH L. BED
SLEBEE & O N TAFIO0mg/kg X3 7 I R &M E. 2:BE%. 48
g, DB AGEM S S ICBIRNIEES Lz, 6. BEHMEF. oLy
A G 70R A7 7 I NERERIOMMAIZEELE L7, SLE responder
index (SRI) ?@ L ARy & —=FIRIZDONT, 5B TIIAA10mg/ kg
BEICBVT52.8%, 7T ARBICHE N TL3.6%TH Y, AHI10mg/ kgt T
1375t RBICHARTSRIV AR Y —RPEDP - 72 ABEAL v IH
1.49, 95%(SHEKR : 0.64-3.46) (F4) ©,
BIEFRFIRSEREE 1L, AAI10mg/kghET35.8% (19/53fl) TH -7, Ei
BUWERIEZ. #RVEZ. BE. b VA7 IF—Y EF. R, Bk
DRER3.8% (%2/5361) TH -7z [5.3. 7.2%H8]

x4 52EEEDSRIL ARV S —=

TR | AAI0mg/kghE
401 53451
5230 e D A 5115 ) 39 53
SRIL AR —., Bl (%) 17 (43.6) 28 (52.8)
T RBEEDE, % - 9.24
TS RBEORAEFEHT v X B 1.49
(95%C1) (0.64, 3.46)

##a) Intention-to-treat&FH® 5 5. 1flIZX—ZF 1 > DSELENA
SLEDAIWARFHIE 0 72 HSRIDFHi 12 & & 7 > o 7o

NR—2F4 »DOSELENA SLEDAIA 27 (128 Rvs. 13501 E).
R—=2F4 > OEH (5-11m%vs.12-17%) Z2HEEE LT, KA
10mg/kght s 75 L ABZ KB L0 V2T 1 v 2 ERSH.
BEFEDOSLERE & 1. BEL11375054 8. BEL110751 564
BEL1107525B% &% O'BEL114055588 Cld. A7 0+ R, B FoF
YruuFy, NSAIDXIEGREMNFHE (7¥F4+7) 0%) %
ICEBBEE L, BB, AT704 FOHEREIL, BEL1137505
B%. BEL1107515B8 % O'BELL107528 B Cld 7L F=v o v i
T, BB EIX7.5-40mg/H. iOSLEIGEZE E DFHDBE X
0-40mg/H & U7z. BELI140558B&Tld. L K=V VE T,
BMOEA120.1-0.5mg/kg/H. D SLEGHESE & DA OB 1
0-0.5mg/kg/H & L7=.

BEREONL—F AR E LT, BELI137505t8. BEL110751 3B % O
BEL110752i 888 Cl&. 24REIRE A XUIMERIROER/Z LT F =~
HA6gHE. YIXIEY L7 F =2 42.5mg/dLBO B R EET 58
H. SHERE (Y7 uARRT7 7 I FEEEIES) ., BT 3
KEATUA R (FLR=Vu AETI00mg/HEB) 20EET 5
WHHBREET HEBE RS L7z, BELI40S5REETId. BRE
ik (MPENT. BREENTS) PSREZRE %, Schwartzox %W
THEE SN HEERIRAREAE 2 30mL/ minfkiif o BE 2Rk Lz,
/oo YU/UKRAT 7 I FEERE, 3972 - LVBET T
NIEKEATOA RBEEOEAPKRELEZ 5N32EP OEED
BEREATHIEEEZRNLLN, SEOEARPZOONLHET
b, BEICK D EHEWRE CHRNICZE L TV A 5E IR Ly
272,

EREQ X MEFEIL —F A & LT, BELI13750588%. BEL1107513 8%,
BEL11075255% & O'BEL11405558% Cl&. 6B N A DE L T 51E
BRI — T A (EEFEE, BHR. SEORERERE. i
MEFME, MAIPRERENER) 2FT2REZRI L.

i¥b)

E1

*2

#3) SRIV AR Y ¥ —id, DINOBEEBIEEE % 9 2 B O H
WTEFRSNS,
- SELENA SLEDAIZ a7 45 bl ik (Bid)
- PGADE(L7: L (A2 7 OEANH0. 35 HE)
-BILAGTH T IV —AICE(L L EBRRAS LW, »pOATF T —
BIZEAL L7282 a2 00 o
¥4) KHOAZEFERIZ1E10mg/kgTdH 5.

18. FphEEIE

18.1 {ERtER
BY VKRBT (BLyS) dBMifad 7K b— 2 &{HI L, FEEMAE
ANDGLERESEIEAETH A7, MEEHBLYSEEIIBBRA LK
B U CSLEBRE TELY, SLEEE CIIBLYSEE LEEESHER a7 &0
BHCEEME AR 5N 599, RN A< 7 IEAERBLYSICN T 5315 T
#z b MgGlE/) Z7u—FLHETH . AARBLYSICHESE L. £0E
HEEET 2.

18.2 B#ERRICX T B{ER

18.2.1 NV L~ Tidin vitrollB W T, AERIBLYSICHEAT 52 &i1ckD
b MRU =7 A 5 )LBLyS#HFEBHI A 5E 2 W L7210,

18.2.2 XY A7 T7I&, & FBLYySEEG YT RICHEHK SN2 EHER. HEB
MRRBU OIS FIgABE OBMAZMFH LY £y h=7 4 FLAD
REEIRAO T OR 51 & 0 Bt 72 BRIAR SR A B 2 7R L 7c.

18.2.3 XY A< 7%, SLEREZNRE L7z BRI E TR O/ 55 TAE R
BBV T, BIRNBES IR TESICED IR L i L CBHMl
fat 7ty bofifaiEE s iz,

19. BAMRSDICET 3IBEEHNMR

—RAERR : NY A< T GEETHEEEZ)
Belimumab (Genetical Recombination)
NY L7 7, BRI B Y Y SEKEMET (BLyS) 1R
LEBMETFHEBZE M gGl £/ 7u—F ik Th s, N
LTI, v AITO—~< (NSO) MfgIc X VEESN S,
N LT 4307 3 ) BEE, 555 HEE (v 1 8#H)
2HFRO24EO7 I ) BEE»S LS LE (AL#H) 2
DT CTHERSNIEY VN7 E (T8 147,000) TH %,
7 1 2 ¢ CessHosesN172sOo00sSas (FESHER T 2 & F 72 \Y)
5 F 8 :1#£9147,000

=%
20. BRV\ EDIFR
HAFERREMR B L TREFET 2 2 &o

21. GRS

211 BEERY AV EEREERED L, BYICEBT S Lo

21.2 GBS —EBOEFIGRL T - PEES N2 X TOMIZ, 2fE
Bl N SRIAERRGERE 2 £ 2 2 EICk D KAOR 2R OEMIEIC
B9 27 -y 2 RIICREL. REIOBEERICKDELEEZHE L L,

22. g

(RVU R Y 388 ER120mg)
N1 7

(RN U R e ER400mg)
INA 7

23. EZk

1) Yamada M, et al. :J Drug Assess. 2013 ; 2 :40-48

2) Furie RA, et al. : Arthritis Rheum. 2009 ; 61 : 1143-1151

3) HANEFR : SLEREZ MR E Uz EEFRRE S H -SRI TR R
M (SmEE RS, BEL11375058%) (2017459 A 27 H &R,
CTD2.7.6)

FENER  SLERE 2R E U7 a8 T — E S M TR M B
(RUREREMA®AI, BEL110751548%) (20174F9H27HARR. CTD2.7.6)
FEAER : SLEEE 2 MR E U7 aE IH — B S M TR il e B
(BT A BGE. BEL110752588%) (20174E9FH27H%&RE. CTD2.7.6)
HAER 5~ 1TRO/NROSLEBRE 2 5 & L EBRREES IH &
B TRE BGER (AT AR, BEL11405538%) (2019429
H20H %372, CTD2.7.6)

La Cava A. : Clin Immunol. 2013 ; 148 : 322-327

Zhao LD, et al. : Lupus. 2010 ; 19 : 1534-1549

Petri M, et al. : Arthritis Rheum. 2008 ; 58 : 2453-2459

Baker KP, et al. : Arthritis Rheum. 2003 ; 48 : 3253-3265

3 H:

4

=

5

=

7
8)
9)
10)

24. NEREERERVEWVWEDEE
7500« AIATTA VRS
RGN R IR 1-8-1
ATLAN A TH A= a3y
TEL : 0120-561-007 (9:00 ~ 17 : 45/ = HHH KL HAKEH 2R <)
https://jp.gsk.com



26. BUEARTTRES

26.1 SUEHRSTIT
950V AZRI51 VKA aH
RREBEAR 1—8—1



RO LEZSZRT 52 &

% % 202511 BET (BE3H)

* 20246 AET (20, AR UHEEHE) B EEERSEES
Bk : 2~ 8T TIRfE ﬁéthﬂﬁBW§Ef9D—?wHW§ﬂ 87399
BMER 364 A NU LR T (EBCFHRIRER) &E
ADUZTT: 59 =
o) R TiE200mg A=k123109=
\IUZ T Fiz 20005055
IR : A o) &'F;IZUUmg yUds
EP SR B e e .
P Benlysta tor s.. injection
WA RS F—h Dl y— PR
) BE-EMSonsE AGRES |22900AMX00987]22900AMX00988
L DFERTAIE BR5ShAA 20174E12H
1. s 5. REENIFHRICEDHET BiFR

1.1 REF. k. BUONE. BREORREZSOCERFICT
FITHEETEBEFEMRICSVT, FHICOVTOTHIA
HE2HEMTUTI M—FEEDOT7B0HE - BERZHD
EEDHET. FHICLZBEOERFIENEREZ LOD &
FIRRFENDEFDH CEAT DI & FRIFBRREDU R
JZIBREIEDUREMN B . FEROBREEZFTT S
BETRERZEH LI EITEEN DD, T, FHED
FEERIESHTIEBVY, BEESORREHRESNTN
. BEMIBICEILS. AFNRRETESERIEF TN
ZLHBH. FEOFMERURERIEZBEICTHEHEAL.
BENERUCIEZRIB LI LT, BEZHIBT D &
[11.1.288]

.2 ERIRRRE

BymfE. k. EERIVEZ S0 BHINRBRRESOETEN
RPENRESNTVB . THRBERREITS R ERPE
DOERBITERL. FENESEICHRREDOBIRNISERD S S
DNFSICE. BPHICEIEICGEET L5 BEZEE
ITBHIEL, (8.3, 9.1.1, 11.1.288]

S EHEUIUFIYE—FRAERETE. FHDOBEEZTSH
[C. 704 K. RENFIESEOEHETUTIYM—TRE

_

_

BEEOERZTIMET S &
2. B2 (ROJBBICFBRSLEBVI L)
2.1 ARSI LIBBEFEOBEERED & 2 BE
2.2 EELGRPVEDORE FERzEBILSEL2BENNH D]
23 EHEEKOBE [ER2ESEI2BENTH 5,]
[8.4%H]
3. #HRE - MR
* %3.1 %
B N2 A FERE200mg | XY A F FERE200mg
F—=r 2Tz TH— PR
‘ ImLA
TIPS | )= (BEFERA) 200mg
L-7 V¥ = VIERIE 5.3mg
L-E AF D UIERIEKNY  1.2mg
WAl |L-exFV v 0.65mg
AU VIR— 180 0.1mg
ZOfh, AL LCERILAIZEET 5.

KA AITo—<vfifazAwCEES NS, AFOEET
FRICMHH T 25D OELEICY Y OHBHKRORT NV R OT S
e/ S 7 LT F U R FER L TW 5,

3.2 RFIDOMIR

B4 N2 AZETRE200mg | N> A% ETRiE200mg
=M Tz — YUY
A - ik O~ MECOBHANIEIAEEZET 2MOTEER
- RN e PR
pH [5.7~63
Z#EE [270~330mOsm/kg

4. MEE SR
BHFAB CHRERTHBEERTUFT h—F2

5.1 BEDBEICBWVWT, AT0A N, REIHES L5408
HEIZ) T h=FT R T HHELEELZT-TH., EERIEH
HEETHEEIC. AFZ ERBELTERET S &,

5.2 HiHiE. FHdsDNAFUEZE O HESRAENSIBETH 5 2 &

REN-LBHETY T b—T2ABEIFEHT A &,

3ERRABRICBWT, BEEONL— T ABRIIERED PR E

LV—TA%ETHLE5MT Y T b—FAEBFEIINT 2

ROZEEIIFmE s TWwiwn, [17.1.1. 17.1.2%08]

5.4 17.[BRBEDEONEZRA L. KFNOBEMER R 2%
TR L LT BIRBREORIRETY 2 &,

*6. FERUAZE

200mgA—hA I T59—)

BA
WHE. RACIENY LAY T GEEFHEBEZ) & LT, 1E200mg
% AR OFEE TR RES T 5.

IR
WE. SELLEO/NRICIE. N LAY T GEETFHEIRZ) LT
1[E1200mg % . AEIZIE CLL RO TR NEHNT 2,
40kg Bl L : LERI ORI
15kg bl E4OkgHi © 2B ORI

200mg¥ U v Y)

RA
BE. EAIERY AT (BIEFHEBEZ) & LT, 1E200mg
Z LAM OB TR NESRT 5,

7. BERUREICEET 2FE

7.1 KRN X B BENISIE. BERSHEB» 560 BURICES N
%o 671 ALFICIHBRIGHE S Nz WiEEE. REIORESTE
OREE R EEICHET S &,

*7.2 BRABRICBWT, REIEOEMBIF TS 7 ar AT 7
I NEFA EOMHICRT 2EMEROR2E IR s T
7. [17.1.1, 17.1.22]

#7.3 5Ll IS AMOBEE 2R E LIZERRBRES 2
Z. 1[E200mg% LA O KR TR R EH L BEICBREEHE
g 5 aEENsd 52 & 2ER L LT, 15 E18m AR T
{AEAOkg R D BE T, 1[E200mg % 28 O Rk TR T Est
THIELEET S, [16.1.2, 17.1.2808]

8. EELRELRIER

#8.1 AAIOHBERFBICH 2> Tld, EEMRICB LT, BT ERIC
£5h. EMOEHEOEEDS ETREEITH> L, HEHRED
BERIZOWTIE, B ZoZYE2EEICHTL. +248HE
il % FEHE L1 RAIRSIC & A ERE & EIC O W T ES
NIEZFDOREEDPIERF L. BENITOREEESHEICRS T
XHTEEMR L LT, EMOBEEEDO N TERT 5 &,
HOBRSOMEA%. AFIC L 2BWERPRDON 55 HORS
ORGSR EE ORI & 7 B EREME D B A IHEICIE. BESICH K
Gt UBREKEIGERT 5 L O BEIIZTOMRES ICEY
L. BHiOBE N CEHEICBE I 22 B 20EBZTH> 2 &,
F7o, BREREEFEICOVWTIEET S &,

8.2 AFNCHE L - BBIEOHEBARESNTEY ., HE I
WM LRBRZ - EDTEND B, Ti-. BEERISOFIRNE
NTROONZDGENDH . BIEPEROKANVEO 55
FIZIE, BHEICRZTHEOHAMPTH &, [11.1.150]

*5.




8.3 KANZ. BEDY R ZWASIE L[ ENH L. 2D
AR OHREGICELTIE. +oHBE2TVL. BEEDFRED
BILEET 5 & BREEOBENITERN D 65 b HEIC
3. EPPICHEYEICERKT AL BERIEET S L, [1.2,
9.1.1. 11.1.2&H8]

8.4 KA S TN - THEKICET 2 +5 22 I OHER X AR %
BICIMA A > —7 zar—yEii =T\, BERIRCTH
BT LK, BEBRROERAERT A&, Fo,
AEHSH S B XA RIS QM) 2 B % TS 4 &
BOFBIZIEHHITERL. BEICH L. B2 ERDFH
RU7EE (BT 28, BAE) IJIEECPICEIREISERE
THEIFHHT AL, BB, BEOFEHESHERSINZHE
AR ZHEE LW &, [2.3. 9.1.2%E]

8.5 RAIEEHIZ. AUV F UHERICKABIVERTOY A7 %
BETE WD, EU7F VEREIIITDOREWT &,

8.6 RAlZHEEN-EZIIBLWIEKEBEE P RESN TV,
KEIE OMEMEIZAS AT A VD, EREESORRIOER
T5Z &, [15.12]

8.7 BEUFF R A NV AF v ) 7 DBE B YEE (HBsHEE
P, 2 DOHBcH A X IZHBsHU ARG ) 128 W T BEIFRY A LA
OFHEEICLDHFRDPHOEDNEZZENHZHDT, KEFEEIC
FXioT FFRTANABROFELTERTHZ L, [9.1.3%E]

8.8 2O, BRSENMUVERERLNHSDONHIENHHDT, T
NoOBERPSFRET AIEEEICOVWTEER O ZOREEIC+5
FEAL. MR, ARZEOBMREOED D S5bNIHEITITE
RPICHYEICEKT 2 LOEET ST L. [9.1.40 11.1.5%E]

9. HEDERZEIIEEICET I EE

9.1 GHIE - BIFEEDH S EE

9.1.1 BRE (BEELGRREZIRL) DEERIIREENEEDN
3EE
BYYEN BT 2 BZ N H S, [1.2. 8.3, 11.1.280E]

9.1.2 ERDEEREZE T 2 EENIEZBALIFEONDIEE

MBEZOBERE2ET HEETIE. BEE2EHLSEsBEhD
H5. [8.4, 11.1.2%0R]

Q) EZ OB ZEE T 25 VIR EEBEASE DN 5121,
EEOBERBSHLEMICHZET S22 L. LFoWwWTnho
BEICIE, JRAIE U CARRSHINICEY 2 i E2B59 5
Z &, (8.4, 11.1.2%8]

- EGEE CHIEEZICAER T APEESNLEE LA
T HEH

- EEOBRER (WS &) 28958

Ay —Txur-yERABEOMEICID, BUEREIHL
BbnsEE

- REEEBREEOBREEMELET HEE

9.1.3 BRUFR I A IV AF v U7 DEERIFERFRRRE (HBsHIR
2. D DOHBcHLAX FHBsHUAR %)

M REBEE R R VA NAY—H—DEZY ) T 2TH %
EL BEIFR Y A IV ZAOFEELOBREPEROKBICEET S
Z &, [8.75M8]

9.1.4 524F. S5DIREXNFZDEEE. BRIEBXITERER
DEIEEZETHEE
ER&E. BRENDPHSDODNEZBENNDH 5. [8.8. 11.1.55H]

9.1.5 FHESMMRDEFEREDSH 2 BE
FEHNICRIZ 2T L, BERT A&, [11.1.45H]

9.4 &GEEE =T &

FRZHET HHEICOVWTIE, WE LEOARN & EEEL2 T
SEBLT, AEBEOMEOREA2ERICHIT A &, £
Ton REERFIET 2561 RElOBRGHIEEDLEEB4n A
RE Tl BT 21T KHHET 52 &, [9.55H]

9.5 HiF
R SAXIEIR L C WA RIREE O b 2 4113, 1B oA
DfEfEtEx B[O S HE SN AEEICOARBRETAZ &, YL
TRY LT T IIRBEZERT A EPRESN TV S, HIRT
DY IVICERKBER (AUC) D0.4EICHYETARNY LY T %
BE LRI, HA R CRMMBMAEIDEMEAFED & iz,
OIHE CICEE L7z, [9.4%08]

9.6 1ZZLIR
BELOBRERUOBARBEOEREE2EE L. BAOMEXL
IR BT A&, HLTRY A2 TIEATFABITT S
ZEMRESN TS,

-

9.7 INRE
S AT S AE 15kg RO/ NEE %2 MR & U7 R BRI L SE i
LT,

9.8 SERE
BEOREZTDICHE LGP SEEICKRET S &,
AEBAEIMET LT W5,

1. 8EA
ROBWERDH 5N AHTENHHDT, BEETHITITV., BE
DD ONTAGEIIIK G 2HIEd 270 EWU 2 LEZITH &,

1.1 EXREIEA

1M.1.1 EEBHEE BHERH)
vav o, TF74 9% — (MEET. BFE. MEEFE.
MG REES) SOEERBBIESD SONBIENDH B, £,
INSDERPENTHEDLNAZEDNHD ., COEREDRK
IS, FE. B EY. HINE. BRLUEERES S
L EbhH B, [8.22H]

*11.1.2 BRRAE (18.1%)
fifize, BUIME. MEORELRBIYENHODLNLI ENDH 5,
[1.1. 1.2, 8.3, 9.1.1. 9.1.2&M#]

11.1.3 ETHZREEERE (PML) (JEERER)
REIOBEHAR PR NEER TRIZBEEOREZ 2 ICBHZE L.
BiEE, RMEE. REER (FRE. WERE), SERE
EORERDH 5 b N-BEIE. MRIC X 2 ESZH K% O NGS5
BHREZ{TO &b, BE52FRIEL, BULLEZITO &,

11.1.4 REEEMERIN (BEEERHH)
FEEN, WML, EIRREES ORI SER IS IcER L. BES
RO SNTIEEITIE. BRI XEEE., WBCTHRERD
MK ABEE2»EHE L. AFOKRSZHIETsEEbiIc2
—EV AT« i EOERZE (B-DZ VI OREE) %
ZRICANBEY 2 WEZITH 2 &, [9.1.5%0]

*11.1.5 525 (0.3%). BF=E (0.2%). BFRER (BEEARH)

[8.8. 9.1.4%H8]

11.2 ZOfthDEIER

—fi.

1%L F 1% 3
R BRE I
K8 TESER AL RIE R BME
Z DAl FEE

14. EALDER
*14.1 FERIZZEOER

BEEVRZOMREZICIEABCRMNOEHAFAZLE L. HH
HiEEEET AL,

14.2 FERRZSHIDER
BERICERTIONEERET 5 &,

14.3 EERZSEHOER

14.3.1 FHHHRALIREE AT KR & 55 2 &

14.3.2 F—@EFANEORLUEHT LI L IT#TH &, o K
JE DS BUR L S PIHIML, FE7R SUSREAS D 85 2 BRALICIE ST L
A P

14.3.3 XY 47 (EEFHEEZ) SEETREE D & AFIY)
DEZ 256, AEBRTEORKEED» S ~SERICKFIORE
ZHMTAH &,

14.3.4 AENZIEFEHAORF TH O, 1EICEEZFEH UBEFEHL
W ko HRBIISHPBNENS2D, PELENW &,

15. ZOfthDER

15.1 BREREEAICE D < B3R
BHEE (EX7 ) —<HREEZRLS) OoRRERIEI, EHE
$F % MR OBELL 12341 B2 1T B T AHI200mgBET
0.4/100 N, I KREBET0.4/100NETH 7. £o0 &
R T PR A 0 IR L [R] 55 AR RRBR O BEL 1137503 8/ 1 B 1 %
BHEE EX7 ) —vHREEZRL) ORERI, KH
10mg/kgB$0.2/100 N5, 7T RBETO/100NETH > 72,
/L AR ER OBELL10751548%. BEL1107523 8% % & o 0f &R
&, RANOmg/kgx 5 SNIBEICB W CELEESE (GE
AT =2 HEREERS) BERESh P o7, [8.65H]

16. ZEAENRE

16.1 M4RE

16.1.1 BE@EEZS
HERIRASBIEIC, AA200mg & BB T %5 L 7z R MIE TR EHER R O
LB/ NT A — 5 & TN ENEIKOENIRT Y,



100

R AU DB i

(ug/mL)

1 T T T 1
0 20 40 60 80

B (B)
EREABMECARI200mgZ RO K FES UlEOANY A< Tl
BPRERE (TOE+HRERE. 86l)
REERAASBIEICAFI200mgZ BEIK TR S U TR OMERNY LY
T OEENRE/INS X —5  (8f5l)

B ST A — 4
Cmax (ug/mL)
tmax (day) ™

AUC @©-nn (day - pg/mL)
ti2 (day)
) tmax : FROE (FFE)

=1

=1

AT TA9ME (95% S HXE)
25.98 (19.91, 33.91)
6.50 (4.00-14.00)
1025.2 (771.5, 1362.4)
15.94 (11.35, 22.39)

*16.1.2 RERS

MAZGHTY 7~ b—FZ (SLE) BFICAA200mg % RKER &5 L
=R DI IS BREMRANTIC L B MIEH N L~ 7 DEYIFRL/ ST X — %
DHETEMEZF2UITRT .

K2 MASLERE(CHE200mgZ K TZ5 LR OESREDMFRAN
U LY T DEYEE/INS X —9 (BEEEYENERET)
SLEE®E HAASLER#F
(554) =V (13f) =
106 (103-109) 117 (98.0-140)
2.52 (2.50-2.55) | 2.37 (2.24-2.52)
715 (693-738) 781 (649-939)
18.9 (18.3-19.4) | 14.9 (12.3-18.0)
208 (201-214) 190 (158-228)
5133 (4973-5298) | 3520 (2968-4175)

EHEINT X =%

Cmax (ug/mL)
tmax (day)
AUC o+ (day - pg/mL)
HFA D2 (day)
CL (mL/day)

Vss (mL)
SAEIE (95%(EHEK )
1) BELI11234135 D S B REMEAT 1 R 201
1¥2) BEL1123415X52 D Z4 B RN R D H AR NS

5-17m% D/NRSLE B 254 2 5t RICAFI200mg 2 A E 12t U 72 ke T K 1E

ETIE L-HBEREZ AV T, ARIOKBHETREGLHFDOY I 2L

— 2 VR T EBOMETNY LA~ 7T OEYERE/ S5 X — & OFHRIEZ

F3IRT . [7.3 17.1.2508]

F3 INRSLEEBZFICEEI200mgZAFEICIHUIBRT. B TS U
DEFEREDMBDRY LI T OEYENRE/INS X — I FiHlfE

~ - Cmax AUC o)
AHI200mg D5 R (1g/mL) (day - yig/mL)
1AE40kgL | : 134 899
AR O R (67.7, 263) (444, 1794)
K& 15kg bl E40kg A 110 1328
2B DR (58.0, 217) (665, 2763)
FAAEIAE (95% I X )
16.2 DRUX

ARAE BN G L 1- RO EMFHFIFRIINTI% TH - 127,

*17. ERRRUE

17.1 BAERUREMEICEET B35

17.1.1 BRI ISR (BEL1123415K5%)
BEfF OSLEWE™ (BAIIIHH) 221 TV 2 FHEBRE 7
dsDNAFLABHET. 7Y —=> ZEEOSELENA SLEDAIZ 2780k
OBEBIESEAET 518U LOSLERE (FRED )L — 7 AB KL VEAE
OFFRAEREIL — T ZEBRIED) 8366 (HARANBE2M 2 &) 2HRE
L7 ZEERT 7R e E (52EM) £FEM L7z, BEFOSLER
R E OMA T CTARFI00mgXIE 77 A% AR EICE RS L.
B, BEHEB. thoEMBFIIES 7 aRAT 7 3 REEAIOMH
1325 1E L7z SLE responder index (SRI) Y@L ARV & —ERIZDON
T S2AETIIAF200mgREC BV T61.4%, I REITBLTA8.4%
THO . KRB TET 7 L RBICHANTREZRICERICSRIV AR Y
F—RNEP ol (FABEAL Y 1,68, 95%EHXM 1 1.25-2.25,
p=0.0006) (%1). HAAEN (77 AELI6H]. ARFI200mgBE136]) @
S52EBEDSRIV AR Y ¥ —RiZ, I RBETT5.0%. AH200mgHtT
53.8% TH o7zt R=AT74 VEOBARTFLEDZTI AT 1 v 7[H

JRETILERWS2EBOSRIL ARV ¥ —RDF v A (95%(EHEXE)
121.02 (0.14-7.65) TH -7z,

BIEF SIS 1L, AFIBET31.1% (173/55661) TH-7z. FEIE
FiE. 7 AL A EREBEY2.9% (16/556%1) « ME RS EEL2. 7%
(15/556f1) . BAIREE#$2.3% (13/556f) TH -7z (5.3, 7.2%08]

w1 S2EEOSRILARY S —%
SRR
75 KB AHI200mgEE
280451 55645
5235 e D & 115 279 554
SRIV AR & —, Bl (%) 135 (48.4) 340 (61.4)
T REEEDE, % — 12.98
TS5 RBEDFEFEAT v XH B 1.68
(95%CI) (1.25, 2.25)
plE™ - 0.0006
HARNEM
75 R AAHI200mg#E
1641 1341
528 By D G (51150 16 13
SRIVARY & —. Bl (%) 12 (75.0) 7 (53.8)
T REEEDE, % — -21.15
T RBEOMBEHA v XM B 1.02
(95%CI) (0.14, 7.65)

i#a) Intention-to-treat®& M0 5 B3FHBRN—Z T 41 > OPGAFHli #5727
57272 DSRIDFHMA I I & D R A 5 Tz
58, X—Z25 1 YOSELENA SLEDAIZ 27 (951 Rvs. 10
MR, R=2F 4 Ok (C3KRV/XIZCADKIHEYSs. 1Ll
) RUOANE (BEAvs. Z0fth) 2HEEE LT, RAI200mghE &
T RBEERBE L0 Y AT 1 v 7 ERDHT.
5B, N—2F4 YOSELENA SLEDAIZ 27 (9& LI Rys. 10
ML E). R=2F 4 > OFik (CIRV/IFCADKIEYs. Z DL
) AHEBEE LT, KFR00MgHE It AR LoD A
T4 v J BRI
17.1.2 EFHEESE D185H5% (2009085K5R)
BETF OSLEWRE™ED (BAISIEOH) %21 TV 2 FUTE BT 3R
dsDNAFL ARG T, A7) —= > Z7EOSELENA SLEDAIZ 2765k
DEBIEBEZET A5~ 17TROSLEERE (BIEOL— T ABR K VELE
OHFRIFIL — T ZZRITD) 2561 (BERABE2HZET) 2RREL
THBEOF—T VIV G2AM) 2FEMBL. FEENE L TEYE
REZFPM L7z BEFOSLEIGESE & O R K TAHI200mg % (A5 15kg bl
30kgoRiEI22EIZ 1[E. (FE30kgl E50kgR I 10H 12 1E. (AE50kgll b
GBI 1B FES L2®, 28, BESHEh. mosmlEEy 7o
ARAT7 7 I NEREAIOMERIZEEE L,
RO ZENEFMIEE T 5. SELENA SLEDAIZI 7 AR—Z T A
U 4R DI ERGE LS OEIA 1. 12BBETIX66.7% (16/24f]) T
H 0. 5LERETIE81.8% (18/2261) Td -7,
BIfEFFBSEE X, 56.0% (14/2561) ThH -7z, FoBIERAE. EE
B, HILBREAE. FHEREADRES16% (&4/25(1) TH -7z,
[5.3. 7.2, 7.3, 16.1.2%0]
F1) BEEFEOSLEREEIE. AT HA K, e RuFZ7ouF >, NSAID
XIERBFMHEE (7FFA4 ) V%) FICkBBBEE Lz, kB,
2704 ROHERIZIT L F=vn v#E ¢, BELI12341:ET
IFEMOBEE7.5-40mg/H. MOSLEGERE S OHHOBEIX
0-40mg/H & L. 200908785 T130.5mg/kg/HE T& L7z,
EIEDOL—T A% E LT, BELI2341EEE T3, 4RBRIREAX
WBHERROER/ 7 LT F = HpseghE, EMiE7 L7 F =0 »
2.5mg/dLBOERAHT HEE. BT (P 7uk2773
REERES) . MBI AKBRATOA R (FL R=vo v #E
Tl00mg/Hi8) #hEL T HEHHERE BT 2EBEZRN LI,
2009085 B Tl BREEE (MKENT. BEENSE) »PRELE
#¢. Schwartz® = % W CHEH S N7 #EE LBk AEE & A 30mL/
minRKFHOBREZRI Uiz, /2. BARESREEZIONSA
HEPOHEEOBEREET HBEZRI LD, SEOEARNR
5N 5BETIHEICKI D ERIECHKRNICKE L TWLAEEIER
WU oTz,
BEEOFREIEL—T AL LT, RENAZLEL T SESHEOH
AR — 7R (REEFRIE, R, SENRIERE. MERIE,
AU FPIRMARINE %) 2B 2BEEZRN LIz,
SRIVARY & =3, UTOREREBEEE LT 5EHOEEELH
WTERS NS,
+ SELENA SLEDAIZ 27 45Dl Bl (D)
- PGADELZ L (A3 7 OHEMA0. 355K )
*BILAGTHT TV —AICEL LR LW, »DOh5TTY—B
IZEAL L 72 BEEs 220 L Be

Eb)

Ec)

*2)

%3)



¥4) SEELLEo/NRICRd 2 AR OEEARIZ. 1E200mg% . {5840k
DB AR ORRE. (K% ]15kgbl E40kg R E2BAB OB TOR T
T TH B,

TE5) ARMEOEROMIRICHE VT, 20000858k 1L IR & N 7= FlEic T FEhE
ENTZHBOT TV IRNVHEBTHD . BEHEOFME FEEN
ELUTEBESNIZRBETIIRAVW EICEET S22 &,

18. EphEEiE

18.1 {EFHER
BY > SERHIMEF (BLyS) IBHEFEO 7 AR b — 2 2% L. FEEM
NODLERESEIEAETH SY, MEFBLYSERE IZEBRA L H
B LU CSLEEE TELY, SLEEE CIIBLYSIEE S EBESHERAI7 &0
BRI A ERD 5N 520, NY L~ TIZAERBLYSICR § 28 E T
#z b MgGlE /) Z7u—F LA TH Y. AARBLYSICHEE L. £0E
HEEET 2,

18.2 BififaIcxd T B{ER

18.2.1 RV L~ 7din vitroll B\ T FARBLYSICHEAT A2 &0 LD
b RO =2 A P I)VBLyS#hFEBA RS 5E 2 MH L 727,

18.2.2 XY L~vTiE, k FBLySEG VY RICGHFR S NS EHEER. WEB
MR O IMERIgABEOHEMAEMEI LD, Eize A=T A FLAD
RAGEARAY R ORE T 51 & 0 i 7 B i D EF 2 7R L 7z

18.2.3 XY A= 7id, SLEEF ZWRE U - EBEIE KR OVE/E MHR
B9 NC B 0T, BIRNIEE SUEE TREICED 7o REHELTB
MY 7ty S ofifatE b s e,

19. BRI ICET EEFNAR

—REIEIR : RY Lv T (EETERZ)
Belimumab (Genetical Recombination)

S B R LAY T AARIBY VSEKRIEETF (BLyS) ICRd 2
BEFHEEEZ € MgGlE /) Z7u—FUHiATh b, NY LT
TiE, v AITu—~v (NSO) Mifalic X VEESN S, X
YL2TIE, 43HD7 I BEED, 52 2HS (v1#) 25
FRONMEOT I ) BERE, 622108 (AH) 297 T
SN2 08 (5F& 1 §147,000) TH 2.

5 F 3t CesseHosesN172802008Su (FESHER DT Z & £ 72 \Y)

5 F & K9147,000

20. BRL\ EDEFR
HIFERRR LB L TRET S &

21. RERRM

2.1 BERY AV EHEEEHRED L. BYICEET S L.

(A

21.2 BLERER. —EROEMRS T - DER SN ST TOMIE. 2
Bl N SRUIERRGERE 2 £ 2 2 EICE D KAOR 2R OEMEIC
B9 27—y 2 REIIREL. RRIOBEEERICHEREEZHE L L,

22. @R
(RVUZRIETF200MgA— AV I TTI—)
ImL [1A—hA 2224 —]
(RVUZRIETE200mMg U Y)
ImL [12V Y]

23. EZk

1) Shida Y, et al. :J Clin Pharm Ther. 2014 ; 39 : 97-101

2) Furie RA, et al. : Arthritis Rheum. 2009 ; 61 : 1143-1151

3) #AEF} : SLEERE 205 & U7 EREHE S ITH = 8 S TR R LG

B (B NEF2YAl. BELL12341345%) (20174F9A27H&RE. CTD2.7.6)

4) La Cava A. : Clin Immunol. 2013 ; 148 : 322-327

5) Zhao LD, et al. : Lupus. 2010 ; 19 : 1534-1549

6) Petri M, et al. : Arthritis Rheum. 2008 ; 58 : 2453-2459

7) Baker KP, et al. : Arthritis Rheum. 2003 ; 48 : 3253-3265

8) HANEF} : SLEREZ MR E Uz EEHERES IH _E SR TR
M (mEE RS, BEL113750548%) (20174E9 A 27 H &R,
CTD2.7.6)
FHNER} L SLERE Z 05 & U7 igs a8 A — B S M TR Rl LB
(RUMEEFASA], BELLI0751388%) (2017489H27H#&ZR. CTD2.7.6)

24, XBEERERVEVEDESE
TI7) c AIRTTA A
FREREXIRIRL-8-1
ATAHAN AV Tr A= a3y
TEL : 0120-561-007 (9 :00~17 : 45/ HHH KO HHAKREH %2R L)
https://jp.gsk.com

%. BEESRES

26.1 BB
959Y-AZRI51 VR R
RREBEAR 1—8—1

9

=



SPN-3.0 A OB XLEFE LSR5 L
*4202246 A M7 (53H) ARG AR S
*2021FLLAEGT b MRS Y 5 —7 20 VR EKIE ) 20— LA 87399
B i 2~8CTHRAE 727 0Lv 7 GRE T A) 1A
AR © 36 ® X
Y I & O0—" =z 300mg
kg, s aszEgsy  Saphnelo for LV. infusion 300mg
AiR#ES  |30300AMX00447
E)ER-EMEOMSTZICKVHERT AL *| HRFEBALE 20214114

1. B
=0

1.1 AH S Ffisk  BUIAE . S SF D RBRPEZ S CERBFICT57I(C
BECTEREEESRICESVT. FHICOVTOTHRAEEE
SETUFT b—FREED TR - BRZH DEMD
B ET FEIC KB BBEOERENEIRIEZ LD S LHTEN
BEFIDHICERT B T & AFH FITRBRROFRAEE (1B
BHRIRELZ20) EFOBIYED U X J ZIEAT B 2 TJHEN
W& FIEROBEEZE T BB TRERZEELTE
DTREENH B (BEMBRZEZS V) . o FF & DBHEERE
BESH TR BVH . BEESORREORESIN TV AERHM
BICKUS  AFNRRZETESE R EF TN B39,
AEOBFEHMERVBREZESCTIHBPL. BEDVEBEL
CEZER LI ETBERZRIBT ST E.01.2.2.2.8.2,
8.3.8.5.9.1.1.9.1.2,11.1.2.15.1.1 28]

1.2 BEEHEHR Z STRPENHRESN TV S e T 5138
RE{T SR EBRPFEDHERICER U FEURSEICRIYEDE
(RXIFERD & SO NIIBEICIFGEPHICBIECEET S
FOBEEEEIDTE(1.1.2.2.8.2.9.1.1.11.1.28E]

3 EHEMTIVUFIYM—FTRABRETR . FRDBEZTSHIIC.

A0 R RENFREEDEHHTY T M—F RaEED
ERZETIHERTSI &,

—_

2. ZER(ROEBZFICFZSLENTE)

2.1 AFI OB UBERED RO 5 5 8%

22 EBELNBPEOERE EREZBE(SEIBEINNH5,]
[1.1.1.2.8.2.9.1.1.11.1.2%§&]

2.3 EHHRELOBE ERE2 BN S E 2B 2NN H 5.1 1.1,

8.3.9.1.2%H]

3. fHRY - R
3.1 #8rk
HR7E4 ¥7 30— HE#EE300mg
1N 7V (2.0mL) H
"
Lz 7T=7ul~ 7 (BEFHEEL)E  300mg
1NA 7)1 (2.0mL) H1
L-t25Y Y 3mg
. L-v 2 F Y VIERBIE/KIY  6mg
A LU R 18mg
bLa =K 98mg
AYYVILA— 180 1mg

F)EETHBARERICED 72320 —< (NSO Mifaz VTG s h
%

3.2 SHIDMR

HR7E4 ¥ 7 %0 —Ki#E300mg
R O~ MECOBA~AENEET D]
pH 5.4~6.4

BEE 252~378mOsm/kg

4, FEEXFZIR
BEAECHRFA TR LB2EHIVFIN—FTR

5. EENIFMRICEDET DEE

51 BEOBRICBWT AT HA R RENHESC L2258
U5 b =T 2T M AiEE 2T T IRBEEEZE

THEAIC AR E LRELTHET S L,

5.2 FikgHiik HidsDNAHES D B CHE P TRIETH 5 2 & PHER
EN2ghks ) Fv b —FABEIHERTSZ &

5.3 BERRBRICBOLT BB EP DEED I — 7 A B R UL R
BLV—T2AZET 528MT) 5Fv h—F 2ABE T M
RORSHIRF SN TV [17.1.1.17.1.280]

5.4 [ERBE]OEORNEZPA L AR OEME R OZLE2+
SICHEME L ETOBISEREORIRETS 2 &,

6. BERURAE
BEUBACRE 7= 70~ 7 EEFHEEZ) & LT.300mg%x4
AR S &30 L LA T T EEEE T 5.

7. BERUHBEICEEY 58

7.1 REEAMOEDBF & DOPFFHIZEET S EAEE L,

72 BRABICBWT AR EY 70 ) AZANIEI 70K AT 7 3
REDHRAICHT 2EMMERTREEIIBFSA TV RV,
[17.1.1.17.1.2%88]

8. EERELRNWER

8.1 KANCHM L7=7F 7 4 TF ¥ — 2 & CBRBIEOREIRE S
NTB EELRBE LD EDDH 5 MEDPERORRHR
HONTERIX . BEICZRITSEOFHHAT L &LL[11.1.1F
]

8.2 RANZJBHD Y A7 ZEER S G BAHEMN D 5. Z DTz OAFH]
OEEIZEL T +A R BIE 21TV BYUERHRES (B
HREZZ2E0) OREPCHEEICER T 5 2 &JERYYEOBIEX I
RS D 6 bNGEIE EP P ICHYERICEKT 2 KO BE
ZEETHZ E,[1.1.1.2,9.1.1.11.1.28 8]

8.3 AR 5253 - THEMICE T 55 4 R R ORI Xt
KA A V=7 zu -y B2 T O EERRCTRAES
RS LICKD ERBROERERERT 5 L F AR FE
St fER XA S O U A A 2 EHARNCT O 4 RO F
BICIXFICER L EBEICH L a2 R ERSHR L1258
(FiE 3 2 I8 FBEE) IC IR A IS REICER T 5 & S 3T
5 EL[1.1.9.1.288]

84 &£V FUBRICLABPERBOY AV EZEETELTWV
O AFREROET 7 F U BERIIIThRVT &,

85 KA Z\EESNI-BEICBVWTERBESHRESNTVWEAK
HlEOBEEEIZHS P TIXZWY  BREESEORBFICERT S
Z&.[1.1.15.1.1%81]

8.6 BEIFF R ™ A LA F v ) 7 D EH ITBEFERYE (HBsHUF &
P, 2 DHBCHLA T HBsHUARG M) 128 W T BEIFR Y 1 )L R
DOEEHLICE A D5 DNBBENNH 57-0 . KAHKRE
\ZHe3 > T BRI R AN ABROF R LR TS5 E.[9.1.3
2]

9. BENERZRTIBEICHTIER

9.1 GHHE - BIEES DS BE

9.1.1 BRME (ERBRIEZIR<) DBEEXSBRRENEONDE
&
BPENBILT BTN H5.[1.1.1.2.8.2.11.1.25]

9.1.2 ERDEEREZE Y 2 BB ERBRITONZEE

(1) BEOREEEZET 2BETRE KL ERLSELBZAS
&5 (B 2 &) . [1.1.8.35]

_1_



(2) EEOBEREZHET 5 X IELBEDIEDN BB EITIE,
WBROBEBERBESH2EMICHEHKT 2L UATonTrDRE
FHIEVJRAIE UTARIR SR ICEY g2 85952 &,
[1.1.8.331#]

- B E SR E CHIBESZICERT 2 PHEE SN IBEEZET S
B

- EBORERE (M2 &) 2 BT 285

Ay =7 zar-yEHERBREOREICL D BRI L B
hog#E

- REMBELOBEEMEEET 5 EE

9.1.3 BEIFFR DA LA F v U 7 DEE R FEFERRE (HBsHiRIE
4. D DHBcHIAN IEHBsHAR %)

R EERBEESCFERTIANAT—H—DE=Y ) VT %[TFD R
EBEIFRAY AL AOEEHLOBRERPERORFICERT S
Z &L [8.62MH]

9.5 Him
TR AR L C W B AT EEME D B % At IZ GAE Lo B RS
falgtE % LE2 RSN BBEICOARKET B EHILTT
—Z7ul v 73R EERT 5 ENRBEN TV,

9.6 1F3LIE
BB LOARERUBIRBOARE 2 ZR L. HALOME L
k23T 5 2 EAFDOE MBI BT ANDOBITIERAT
HHDBYER(TI) T =7 a e T I FARITTS S
ERHESNTWS,

9.7 INR
INRFEEWNRE UIZBRRBIEER L Thn,

10. tHE{FA
10.2 HAEEFE(HACERTD I L)

14.2 EFWESIHOER

14.2.1 K#HIGEEHOEAKAHEDEN10.2umX130.22um A > 5
AT AN —ZFERALT EHEHET S L. 08 . 2FBET
BELEWwZ s,

14.2.2 ARG EHAERTHER LT LA VIck D EET
5HDE L SOEFA] - WRELIRELEWVWI &,

14.2.3 FABBIGERPICHEHT 2 2 L AREE T ICERETR
F9 5BA EREETIRABBILIANIC. 2~8CTId 24 LIS
BEZHBTHI L. AB.2~8CTRELLBEARIERICEL
ThokEdsTE,

14.2.4 FAIES RIGH RS NEE I SHEEOREZEL T
BHIENTE S,

**14.2.5 BHERTRICI AWM Y 24HAREKTIIv 292

Z&
14.2.6 KR ONA 7 VFIEENID TH O REFRZEE L 0N
AT VHOBRIIERET S &,

15. ZDfthDFER

15.1 ERFREERICE DL B8R

BANEHESEORFRI . EFIIEHEEERKR O
D3461C00004&k5% % 0'D346 1 CO000558 5% O P & f##fT Tl A
A300mg#ET1.4/100 A « ., 77 £ RETI120.9/100A « T
H-72.[1.1.8.55H]

15.1.2 SLEE#F 05 & L 7z IR ER (D3461C00004 3 5 K&
U'D3461C00005885%) I B W T AR O R AE - AR THRE
2RI IBEDLT7%(6/35901) TAABREGRIHAT =70 )L~
THAEDERD 51.0.3% (1/35941) THHIFUENRD 5 iz 4t
T=7ulY THEBEE o I BE ORISR T =7
0L 7THAEOHRBUC L 2BEHEROCZEEICRITTHEIHS

4%

HRREER - BT %

T - fERRE T

PTIEE WV,

BiA V% —7 o 8F
A% —=7xzar-a
Ay —=7zuar-8

HRIC & DA D
MRPETET 2B
TN H %,

AFNIEA V-7 20
VERBENIHTRE Y
O—FLUHETH S,

16. FWENRE
16.1 MARE
AARANEHETY 7= F—F A (SLE) BEFICAAI100.300 K%

1000mg % BRI BLEIR S L 7z & & o ME AP IR HERS T OV SR B)

11. EIfEA
ROBWEAPHDND I ENFH DT BELZTFIITO.BE
PROONIBEICIREG2PIET 2% EHET L LEZITS
&

11.1 EXZEIER

1111 7F T« S5FY—EEAH) [8.15H]

11.1.2 EERRFE (1.7%)
fiR P EEEHREZFEOEELRBENHSDNL I ENDH
%,[1.1.1.2.8.2%H]

BNIA—FITROEBY TH5.#%58100~1000mg D #i
BT AH OB R IR R LD,

1000

i
o
o

AR (ug/mL)
S

11.2 ZDH{uDEIER 1{ == 100mg
10%8 Lk 1~ 10%k 1%k % = 13,%%2219
BYE | BB ER (F | RER R (GEX R | R R, 0.1 : : :
LB LW | 1L ARREL R | 7 A A 0 7 s 21 28
TEAGETER) | SEER) EREE | R SR bl
ey B #58 (F50) 100mg(6) 300mg(5) 1000mg (6)
ZOM | EA S KIS Cax(ug/mL) 42.4%11.3 75.5£9.5 259.2£50.6
AUCo+(ug-day/mL) | 224.6%39.1 | 702.2%262.5 |3179.1+444.0
14. BHLOFER AUCo-nt(ug-day/mL) | 231.7+40.5 | 786.2+280.2 |4350.9+588.1
14.1 FHANFOFR T1/2(day) 3.77+1.42 | 597%2.63 | 15.86+2.64
1411 WEFICABERDDLEA 20 L2 BRICE VMRS (0171 /day) 0.445%0.091 | 0.417+0.129 | 0.234+0.033
52 LA EE~HECOEBHA~AANREZETIHTH S, .

B EENEIABEEDPRD5NIGEIEFEHLAENI &N
AT7NVIERE LW &,

14.1.2 ABAIER100mLZ St i/ v 7 5 £ EER 2mL %
HOPCHHEE S,

14.1.3 RF2mL2NA 7L R EWY EEEERO SN Y
TIWCHEAL WS D RESETREMT S Z L. miiNNy 713ikE
LznwZ &,

HAASLEEF A 100, 3005 1'11000mg % 438 [ 1< 1 [ &R
NREHRE U7z & & ORARER O MIE R EHER [ O3B RE
NIRXA—=FIETEDEBD TH 5. % 58100~ 1000mgD i
T AH OB IIIEFIEEZ R L7z,



1000

A'IOO
-
£
S 109
o
B
o1
iz
= o1l —~ 100mg
! -o=- 300mg
=0~ 1,000mg
0.01 T T T T T T
0 14 28 42 56 70 84
BRI(E)
52 (F1%) 100mg(2) 300mg(5) 1000mg(3)
Css, max (ug/mL) 25.0+2.2 9571246 | 4143+82.1
AUC -day/
) © (M8day/l o) 34300 | 1035.5+488.0 |5814.6+2164.1
Tuz (day) 3.64%1.57 533+1.28 | 1552+8.83
CLss (L/day) 0.679+0.175 | 0.356%0.181 | 0.194=0.089
SEHE AR R =
16.4 {5

ARENIAEWELTH AHIEIA > ¥ —7 20 v aRBE(IFNAR) &
CHIRANERIC L BHEEZZ T L ERICERET 25 280 HE
DRBRICEVIRTF RHEVIET IV BICOBSNS EHE
aENhb,

16.5 HEt
ARHNIIFNARZ /T LR D H 5720 HBHU EOBBEDR
DEIRT,

17. BRPRERIE

17.1 BEERVRLHICET BH5R

17.1.1 ENAEE4LEER (D3461C000045ER) 2
BELZABOSLEEERBICL LD S THEEN 6 HE
(SLEDAI-2KRA a7 #6m bl k. »DBILAG-20044 57 3 —A
DEERBNLI DI AT TV —BOEER RN 2D L. A DPGAD
1LLE) OFER 2 A L KEY v F 2 OSLEM AR E 2 7= 3
FiAgHUE . HLdsDNAFE, IS SmBLABEDO R ASLERH (7§
BEADEREDIN — S ABRITHRMEIL— TS A2 6T 58BHE
XRRHME)) 3624 (5 B HAA43M1) 13 LT AHI300mg X id 7
SHR(1: 1) Z4ERE L ICBIRNE S L7z R o
EMEEL 7 70 AAIEY YUK AT 7 I FEEAIOEH %
Bk U7z EEAHliE E T d 5 %55 28R O BICLAR R O &
X, 7T RBEE HEE L CARIB00mgRE CHEH I ICERICE
o 7z (ARAI300mg#E86/1804%1[47.8%] . 7T & REES7/1824
[31.5%)] BRI 2 16.3%. 95% 5 X H16.3 ~26.3%.p=0.0013) ,
BIWRHETTTE H < & 5 55 2:BR O SRI(4) A O E &1 75
AR S B L CARIB00mgBE T RUE IS E A 5 72 (KA
300mg#£100/180%1[55.5%] « 75t REE68/18241[37.3%] B
fE12£18.2%.95% (S FHIX [#18.1 ~28.3%) o

[ #mI300mgat (1801) [ 77 txBE(18261)
52;8KDBICLA
R (%) 86HI(47.8%) |  57M1(31.5%)
B ORI (95% CI) 16.3%(6.3~26.3%)
pf 0.0013

Cl : {S#EIX R

HARUEEOHMZEE A7) —= Y ZJEEOSLEDAI-2K 2 2 7 R UTH#

¥ ¥ —7 zurgene signature7 A b OFER. WIS BIBRE OO T

FaA7uA RHEICX BEH Cochran Mantel Haenszel¥#:z iV CEH
RHBRICBWITEEEREREH L EFE OEAEIT AHI300mgRE
88.3% (159/180f1) U7 5t REE84.1% (153/182f) TH -
72 ARFI300mgHE TH S NIz E LB EHRIL. LEERG (KA
300mg#E21.7% % 7T & KEE9.9%) . FIFTES (F15.6% K% O
11.0%) EAICRES RIS (F13.9% K U7.7%) TH > 7z,

17.1.2 FIIHEEFEHER SR (D3461CO00055 %) 3
D3461C000045 B & A CE ¥ DSLEBRZFA57HI . KAl
150mg.300mgXiE 7T AR (1 : 2 : 2) 2 4EM T &I ERIRAI#
5 Ui RBAER o EMBIFL ¥ 70 ) AZIE T 7 Tk R
7 7 I FEERI OB Z251E U7z AFI300mgk & 75 £ REf L
OHEICBWT FEFHIIEE T dH 5% 55288 DO SRI(4):ZRK
DEIFITEZIH SN2 D - 7z (RAIB00mgEE65/180%1[36.2%]
7T REET4/184101[40.4%)  BERIZE-4.2%. 95 % B X [H-14.2
~5.8%.p=0.412) . BRI FHIIEE T b 5 1% 552;8K DBICLA
ERBIOEI & T T2 AREE & g U TARAIB00mgRE THUERIC
B o 7z (AAI300mgRE67/18041[37.1%] 75 £ AEE49/184
B1127.0%] BERI2£10.1%. O5BIE X 0.6 ~19.7%) . EELDOE
RS R %2 2 C BT IC B T 2 SO D VLB %
FE L BEROBERMEN 3. FEFMIEE Th 5 %5528
REDSRI(4)ERBIOEI & X 75 L ARBE L Hik L TAFI300mght
THAEMICE A - 72 (FAI300mgBE88/ 180/ [49.0%] . 75 £ K
BE79/18441[43.0%] \ BEfE12£6.0% 95 %S HHX H-4.2 ~ 16.2%) .
BIRBEHEIEE TdH %1% 5528 OBICLAZR G D& &, 75
TARBEBELTAFZ00mgEE THMEMICTE» > 72 (KA
300mgHE85/180%1[47.1%]. 75 £ REES5/18441[30.2%)] . BE
R12£17.0%. 95% S HEIX 7.2~ 26.8%) . 72 B HERZE D EL D #f 1>
BEEEDOREEIZD3461CO0004:ER D BEMEMEERATICIT DN B
DE#EIID3461CO0004 REED EfHTICH W SNz,
KRBRICBVWTEEER 2R L - BEOEH A3 AF300mght
89.4% (161/180%!) %O/ £ REE78.3% (144/184%1) TH -
72 AHIB00mMgHTA SNz X HEHRIT. LWIER (KHF
300mghE20.0% K 7S5 £ REE12.0%) « ESGEREEE (R12.2% K%
19.8%) \ FREEREGL ([A]12.2% K T14.7%) TH > 120
(BICLAZ R D E 2]

« R— 254 »TBILAG-200474 5 3 —ADEEZAB/C/D
AN HT T —BOEBRAC/DANEFNENNE L MO HER
OEL(1DULEOHTTY —-AXIE2DO ED K5 T —BD
FE)DRD 5NN

« SLEDAI-2KONR—ZA5 A v 5 DB (0EBOR—AF A~
SYOY S iy gl =3 A4 R

« WERE ORBIEBIEAR— 25 4~ H 5B (PGAH0.305 L
i LTwuzn

RBESSEFIELTVLRL

 FHETIC HIR SN T 0 2R 2 IGBRERGTES TFE SN
HEAZBL2THAL TR

(SRI(4)Zm M D E 2]

« SLEDAI-2KZ I 7 AR— 25 A ¥ 545 EEAT 5

« R—2F A » KB UTBILAG-20045 57 3 —AICE(L L 7=
B2 2R < DO Hh T T —BIZE L L EESRD 2O Bk
[

s WERE OBRBIEBEAR— 25 1 > H 5B (PGAH0.305 L
i LTwuzn

RBERSEFIELTLAZL

« FHETICVHIR S N TV 2 ER 2GR ERGTES TFAEI N
HEZBLTHEALTLARWL

E)EEEP OBEED L —TABRE LT IRBRERHEZICHES

NIAZEBES I BEATDT. Y70 R 27 7 I ROBIRAKRS
EO/EEHEINLFIATOA FOBIRNESICE S8 2
BE IR EREITEZE THA SN TV ARV ZOMOIBEDE
% O RBBH 2 IBEDORBEEA/RIB SN SSLEIC X BiE8HED
EETREEETABREZRIN L.

WD OBEEOTRMEL — T AL LT EREICB W TES
MO BERE XIIRRTE 72 SLEMURAE wREIR (T M B AR 2% I 1
Ry I TUISY — BRBRAEREE [ LTI BT SR AOE TR B B
ZHRMBR]SEETLRE. BB L NVE TR ER. SRR
SRR R i AR E T A D A ERREE /M B B 5 7
BRUZHBMRRZETL) 22T 2BEZRN L,



18. ESHEIE

18.1 {ERRF
KA IBA VY —T 0y aRB KoY 712y b1
(IFNARD ¥/ T A vaEru 7)Y Y Glek €/ Z7ua—Fb
HiETH % IBIFNIZSLED FIEW 7 IC BB 2 38| &2 Rz 9 . 18
IFN#FHEEBETHRAO LR IZRASLEREZ OKES (160~
80%) ICRO 5N . SLEOEBIEE R CHERE SMHE L TW
%9,

18.2 RWEEX IR ZEE(TIF S FIEER

18.2.1 IFNARTIA DS
In vitrolZBWT. & N RUH =T A FILO KM MBI FH
BRI BIFNARINOD 7 =7 0L TOREEEZHREF L& 5,
IFNARLIZHFT A7 =70l 7 DKpldk M RO H =714 L
TZENZFN0.29+£0.29nMK% 0.65+£0.74nM T H - 725,

18.2.2 IFNARFIRMARICI T BIFN-a 2aDFES DEE
In vitrolZBWT.7=70)L< 7IZIFNARZHHL T3
Daudififa~\ D 125THZFIFN- a 2aDFE A 2= BE I HE L. ECso
fE1320.14nM T3 - 729,

18.2.3 UAH Y REEEMDIFNART/2IC KD VT FIVIGZEDRE
In vitro DEERIZBWT. 7 =7 0L 73 E MR
HSRIBUIFNAEIC &K ASTAT1Y VELZFZRICHE LT,

18.2.4 IRYIFNFEE I DISREEEDEE
In vitrolZBWT. 7=7ulbv 73R L2 14E 0 x
bt MEIIFNICHEE S N SIFN-stimulated response element
(ISRE) Dif AL 258712 FHE U . 1Cs0f#130.004 ~ 0.3nM O i
THo7z. 7 =707 7d.SLERBEDMIEFICEIET S IHIFN
IZ & BISREEL ZHE L7,

18.2.5 In vivo 58
V=T ABRDOIEREEET I THANZB/W Flv ZiZBW»
T U uasy — bR Th 55~ 7 RAIFNARFUASAIDFE ST LD
BIFNFHEEEEFREOFEATE] S 1, B RE O FRE HMKR
SHLVEREENME T U728 il A utE EFHFEREE (GVH-SSc)
EFVICBOLT Y7 RAIFNARFUEDHSIC K DIFN Y 7 F L
FEASAE SN ZNIC KD EEORE. MEBE KLU E O
LAl n 7z,

19. B (CRET BIB{LEHHR

—RRBYBF
T=7ullv 7 BETFHEEEL) JAN)
Anifrolumab (Genetical Recombination)

VN1
FToZ7uLY TR IS - T a VBRI (A v —T
Y TNT 7 NR=F RO ATZEEL) I T BB b
MgGlE/ Z7u—FLHifdTd » HH234,.235L331FHD 7
I BREIIFNFNPhe.GlusSericBRENTWS ., 7=7
DL 7IE v AITa—< (NSO Mifalc KV EES NS, 7=
TJulv T3 447D T I BERED & 2 HHHE (v 18#H) 28 K%
C215D7 I ) BERENP 52 HLHH (k) 2R THR SN S H5
N E (TR 1 H148,000) TH S

20. BRV EDER
20.1 HREEBT B L,
20.2 SMERERIGEE L TRET S &,

21. EERRH

21.1 EER Y A 7 EHEHE 2 RED LGEYICERT S 2 L.

21.2 BERTER . —EBDEFI RS T -y BEES NS E TOM
13 RIER 2 N RITHERREREZEM T 2 2 LK) AHOR
W RCAENEICET 27 -5 2 BIICNE U AA OBIEEH
KDERHEZHELL I &

P1910_03

22, 8%
2mL[13 1 7]

23. EEXHR

1) #ERER - 02508k : HARASLERE 1B 5 51HEZER (2021
F9H27HAFR.CTD2.7.2.2)

2)Morand EF, et al. N Engl ] Med. 2020;382(3):211-21.

3)Furie RA, et al. Lancet Rheumatol. 2019;1:208-19.

A) AR HEET HR0HE - RIRICH T 2 HFE ORI (202149
H27H4&R.CTD2.5.1.4)

S5)¥tNE&HR . In vitrofEHHBR (2021 F9H27H AR,
CTD2.6.2.2.1.2)

6)Peng L, et al. MAbs. 2015;7(2):428-39.

7)Riggs JM, et al. Lupus Science & Medicine 2018;5:1-
11.

)IMLNERL : In vivo~ 7 A (2021 F9H27H AR,
CTD2.6.2.2.2.1)

9)Delaney TA, et al. ] Immunol. 2016;197(1):42-50.

24, YEEERERUEVEDER

TAMTERAMAESH AT ANVA VT A A= arkry—

T530-0011 KRERFALRKEEET3ELS

TEL 0120-189-115

https://www.astrazeneca.co.jp

26. HERTERES

26.1 BT
PIARSCRDHAEH

RIRMIEXACRIISE S

®: PANSERAII—TDOEREIECT,
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1.8 IRFI3CE (%) AstraZeneca
—W4 T =T aL~T (BIEFHEEZ)

F18 PHEEFTHRBRRVHRTXEICET H1EFR
—fx4 T =T~ T (Bis A R)
BEE IR

1.8 HfIXE (F)
7=—2o0O/)LYJ GEFHIEEZ)

ARERNZ LR S IVIAGBUTAR DHERNTT R b T BR WA SHIIRE L3, Wt Faio&
7R S KER OB ZMICTRT 2 Z &3 6N TVET,
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1.8 IRFI3CE (%) AstraZeneca
—W4 T =T aL~T (BIEFHEEZ)

EPN

BB R R ettt ettt 1
B ettt ettt ettt ettt en et et et et ne et et e enennnenaraeen 2
Ty A N A== = OO 3
1.8.1 WEERITNER (B) BRUFDERTEIEM ..o 4
1.8.1.1 LI R %)L I €= OO 4
1.8.1.2 SHEERITTNER () DERTEEIL oo 4
1.8.1.3 BEREFNRICEET DFBDERTEIRML. ..o 4
1.8.2 FZERUVAE () BRUZFDREEIL ..o 5
1.8.2.1 =2 B 0N == =T €= OO 5
1.8.2.2 FUERTUREDRTEIRML ..ot n e 5
1.8.2.3 RERUVRAEICEET B EEDERTERIL ..o 6
1.8.3 FEARLEDEE (F) RUZFDRERBEL ..o 6
1.8.4 3 0 9= == OO 11
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1.8 WfFSCE ()

AstraZeneca

—W4 T =T aL~T (BIEFHEEZ)

B ERUVEMAE &
ARIE IS 2 WeAE S OV P I 2 L R LR

BERUVEMAE FEDERA

BICLA British Isles Lupus Assessment Group-2004-based Combined Lupus
Assessment

Cave Average concentration : - fiL{E H i

Cinax Maximum concentration : e IfiL {5 HF B

Chin Minimum concentration : {5 ifi 175 H1 i i

CCDS Company Core Data Sheet : {¥H T —4% > — b

dsDNA Double-stranded deoxyribonucleic acid : AT 4% o U RELEE

v Intravenous(ly) : &R

0ocCS Oral corticosteroids : #& 1 I /LF T A7 1A

PPK Population pharmacokinetic(s) : FEHEE 3L fE

QW Once weekly : 118 Z & 12 1 [AlfE 5

Q4w Every 4 weeks : 4 ] Z 212 1 [A[#% 5

SC Subcutaneous(ly) : 2T

SLE Systemic lupus erythematosus : RHMETY 7~ h—F &
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1.8 IRFI3CE (%) AstraZeneca
—W4 T =T aL~T (BIEFHEEZ)

1.8.1 DERXIIHR () RUZDHRERML

1.8.1.1 HEX TR (F)

SORESUTAIR: () WONCANESUX I BT B VERIEEA T O & 350 BOE L7z,
4. PREREHE

AR TR R ) 7 b —F 2

5. MEERAMECRES BTE

5.1 IEDIRFICBNT, AT A R, B RFaxyroofyxy, REmbERs s L5250
T T b—F AT AW RIEEEZIT-o Th, REEISMEZET 25810, AF% LR
HLTHEETHZ L,

5.2 PiEZHUR, BT dsDNA HUEZED B AHENGIETH 2 Z E R SN -25 Mt ) 7~
=T AEBEIHEHT D L,

5.3 FEERRABRICEBWN T, IEEIMED EIE DL — 7 A B T PA R L — T A 25T 54l
M) T~ h—F ABEIKT DAL LIRS TRy, [17.1.1 B8]

5.4 T17. WRIREAE) DIHONEZBRI L, KANOA MR VL et 2 40 B Lz b
T, EEE OBIREITO 2 &,

1.8.1.2 MEX IR (F) DFTER

PEEVEIE 22 T CDV DR EIEN L BEIEDR AN EH T Y 7~ h—F A (SLE) HBEERI5R L
L. A0 Z EEE & L7258 N AEEBELFEER (D3465C00001 3%k [LL T, TULIP SC
RER] ) ICkY, TRRO LBV, HFFEDREXIIIRICKTLIT=7mL~7 (LT, AHF) KT
(SC) ¥EDMEAENNT DT U AMRENT (RIS A HHEEHE 2.5.4.2 THA
ZH) .

® 7 =7nm/L~7 120mg QW SC #&5-1%, fRMEEIR A3 TV 2 AEIEN O BEIE DR A SLE
BB WT, 2R REEIMEOIK F2/7R L, 8 52 HlEFS O BICLA FERFEO EEH
A% 2R LT,

® 7 =7nu/Lv7 120mg QW SC #5- TR O b AxhiElX, BRROT=7m1~7
300 mg Q4W IV % 5 TR LAt — B L T\hiz,

VLBl E 2 AH L R—AES Th LY 7 3 v — i ilEkE 300 mg 22 ML, Zhae 3%
R (R = BFERR RN Red ) 7T~ F—F7 2] ERELT,

1.8.1.3 NRER SN RICEET D FEDRERL

AHN & R —H T DY 7 3o — S 300 mg, FEEO AT SCENF QNS TULIP SC iRABR
ORBRTVA 2B, HELL,

® TULIP SC RERDXIRHBE 1L, TEAEN S BEIED BIEE 2/~ H CHusBt o SLE 2 /9
D A8 FEND 70 DN T, R—=RAT A BT, ROarFarTaf R
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1.8 IRFI3CE (%) AstraZeneca
—4 T =T~ T (BB THEEZ)

(0CS) | FieZ V73, (e X rorXxy) IHREMHEOWTNN 1 HH D0
L2 S OPFRIC X D REFOFERER 72 SLE {5% %4, Y CEE LI- &, 2oyl e
M TV D Z & ZfHANIEREL U, BB P I3EHER 72 SLE 1R A ket L7z, =
NEEEZ, S.1H NAEDHERIZENT, A7 R4 K, B Rexvranxr | mE
FIEREIC L 22T T~ h—TF AT MU RIBEEZIT> Th, KRIEEMEZH T
LA, AFlE ERELTCRETSZ L, | ZRELE,

® TULIP SC #HBRICEBW T, FiEHIA, HT dsDNA Hiflk X135 Sm HiiRE D SLE 3 /7
Atz, ThasE x, 520 THiEHUAR, BT dsDNA HLR%EO H AP RNBETcH 2 = &
NHER SN2 ) T~ h—FTABEIMEHTHZ L, | ZREL,

® TULIP SC RBRIZFBW T, IHEMWEDEIE D L — 7 AR M ONE B 2> BE O HPAR AR
N—T A/ THBREIL. ABROORAA LT, InZ2BE 2, 53 [HRARICEBW
T EBED S TIED /L — T ABRUIHWARE L — T A2 BT 5 28T T~ h—F
ZBENTKIT BHINE R O ZEVEITRET STy, | ZRRELT,

® IR DBEOWNEZ R L, AEIOFINER V2 E2 /08 ifif L= BT, @8
FOFREITH ZENEETHDLZ NG 541 [ 117, BRG] OEONE 2 8%
L. BENIOAFME K OV Z2 o5 HfRE L BT, BISBEOEIREZITHI L, | &R
E LT,

1.8.2 HERUVAZ () RUZOERTEIEN

1.8.2.1 BZEZRUHAE ()
FAELROHE () YICHELROHEICEETATEIZILLTO LBV ERE LI,
6. BZRUHEE

WH, RAZET=7ai~7 (Ealfiz) LT 18 120mg 2 1M I &% T
$9 5,

1 RERVAZICEET 5%

1.1 BRRRBRIC I W T, AH Lo EMRFISUT L 7 Rk 27 7 I R L OJRITT %A%
PER O efEImat STy, [17.11 2]

1.2 7=7nl~7 (BEFHRZ) SEFHERAD OARANCD Y A 256, RIREHHED
ARG O 2 BB ICAROFRG 26T 5 2 L.

1.8.2.2 BERUVHAEDRERNL

FAEE O HED SLE BE T 52 HELAUHETH L7 =7 1L~ 7 120 mg QW SC # 5-
%, TULIP SC ik C& S-SR AL OVZ MR T 25 7 — & O A I 722 M
S, HELL,

TULIP SC k%, 7 =7 ~7 IV HEEHOEGBORYL L 72 - 72308k &[5 CRAILTT o Ot 5:
£ % VTSN L7z, TULIP SC #BA Tix, FEFHEEHE Th 556 52 A0 BICLA ZkE
IZBWTHFHFEICA B DBRMICERO O IR R N RS, BiHIEROCHETHDI T
=7uv/L<v7 120 mg QW SC & 5-COEEW 2/ ohMENER I - (BRRIA M 2.7.3.2.2.1 1
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1.8 IRFI3CE (%) AstraZeneca
—4 T =T~ T (BB THEEZ)

HMR) . Fio. ZoREMIL. BEERFEKRFHGER (BRAOAE 273222 HESK) |
A ONC OCS Dk, 7 L7 OFERIFEIHFE L N 4 5L 0 SLE Responder Index % &% DD %
R B (BRAREA RN 273223 HASH) OBMEALEFELZZ LICL> THEMTH
i,

720 2B ORGHR T, BEMEEIREFTH -T2 (RRREME 274 HEZSZH)

1.8.2.3 AZERUVRAEICEET HTEDHRERN

® TULIP SC #RBAHIMH ., BEFIIAK LT T BERDONTN O SR EEL 280 1)
HiLs EHIZ, OCS, PivT7 VT3 (B Fedirrady) KRUMREINHEEKIC L D
R AL L7y, 7R A7 7 I FEHEAIOER Z281E LT, £7o, oA EHIT
PEFRZEIEE LTz enn, 7.0 3 TERRRBRIZI W T, KA & o B REI STy 7
aRAT 7 I REDOHRIZHT DHIMER NEESMEITRET STV iRy, | 2% E LT,

@ 3ol —larEFERL, T2~ T D Cue & ATRERIR D 227E S8 5 72 0P 5528
DY 2\ Y) e Be 5-M0E 2 5Fl L2 F5 3R, IV &R G0 D SC#51CUY B2 2546, &)
D SC HHIX IV FHREH DB 2 W% Hi e & 5MBTh o7z (BRI
27231 HABRR) ZLnb, 72 [7T=7ul~7 (Bic M z) S
DAANCEIY B2 256, RIEFEOREE LG OR) 2 WEZICAA OG- 2 ad 5 Z
Lo | ERELE, B, HEMEE QAW D QW ICEHE L7722 L2k Y, 120 mg QW
SC H G DEFARBED Coin IZBEAGEDO T =7 1L~ 7 IV OEKL AR (300 mg Q4W
IV #%5) TBE SN EFIRED Cun 1V <. 120 mg QW SC £ 515 D & HIKED
Comax 13, BEEROT7T =70~ 7 IVORHELROHE CBEINIZEFIRED Chx £V b
Ko7z, 120 mg QW T 52 [l SC 5 L72 & E D Cae & 1000 mg Q4W TIV K5 L 7=
EED Cope DFRFEFHOELR Y (XD T N TH 72, 1000 mg Q4W IV 51X, 55 1Ib 41
1013 FABRIZHWT, SLE [ TR 1 FRFHMIi SN TR Y | fFERERZEET 7 7
ANERLTWD, 52 MO _EHEMRFEGHIMICH T oRERIT, 120 mg QW SC #45-L
7% E L 300mg QAW IV 5 L7 A CRIRE TH Y (Cave IXTZFNEI 5476 [34.32~
86.64] mg/L vs 46.88 [29.04~74.27] mg/L) | 2 DOANEROMEZEMMENH D Z &7

mENT,
1.8.3 FRALDFE () RUZDHRTEIEN
FERALDEE (2) B EIR L
1.2%

1.1 AHNT, e, BOMIEE, #EE% D RYE 28 DB AR cH | L1~1.2 : AF L [F—A%)
BTXDERMRICENT, AFNCHOWTO+Hokki#ke gt | zATY 7 xm—
U T = b—F ZVRBEDF4y 7m0, - A b OEMO b & T, KK | AIEEHE 300mg DIRATC
2 LD IBROE RN GBI A LD LM SN A EFORICHHE | FEBBICTL, REL
T2 L, ARFNTTN BR8N GRREMESEZ 2 &) 7o

SEORYIED Y A7 B HR ST L AREMN BV . F TR OB
AT HBRE I AR LS A MREMEN S 5 (BIEMEE A
ate) o 7o, AFIE OBNEMEIZH S TIRAR WY, TEMEIRE O %
HLEE SN TW5, BEBIGICEST D, AR ZEESE5
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1.8 WfFSCE ()
—Wx4 T =Tu~T (BB Z)

AstraZeneca

AT &b ED REIOF MK Qa4 B3 I+ 70
L. BENEMLI-Z 2R L ET, BELHETAIZ L,
[1.2, 2.2, 2.3, 83, 84, 86, 9.1.1, 9.1.2, 11.1.2, 15.1.1 &M]
1.2 BOERIZR IR 2 & R YHEDN A ST\ b 7ad, +oy 7 iilss
1T 9 72 ERYUE ORBUITER L, ARFIE 515 I YGYE O S 3E
RN H SN HEITIE, MY EICERT D L O BEEE
My sz b, [1.1, 22, 83, 9.1.1, 11.1.2 ]

13 25V 7~ h—7 ZABF TIE, RAEOIBRFEEZITHIAN, AT
oA K, BEReXroudr GEMHEEO2GEHEE) T
h—F AVREEOMEHZ+0BET 5 Z &,

1.3 : AHI L[ — AR5
EHTDHY 7 R0 — i
EE 300mg DUSFTCE &
TULIP SC 7Bk O x5 i E
WZESXx, BELE,

2R ROBHFIZIIEG LN L)

2.1 ARFN ORIk Vi BOE O REERE D & 2% B

22 EEREYWEDBE DERELESE2BENDRH D, ]
(1.1, 1.2, 83, 9.1.1, 11.1.2 BM#]

23 IFEMERE O BE UERZEBbsE 2820 0nbH 5, ]
8.4, 9.12 =]

[1.1.

2.1 : EEGO— RS
FHIEL LTRE L,
22~23 : KH L FE—FHZ)
BoEETH7rue—
ST 300mg DFAT L
ErsEIZL, BEL
77

SRR R

8.1 ARFNOEGFIBIZH Tz > Tld, EFREZIZIBWT, LT EMICE
L0, EEOBEBEOEBEOL ETREEITO) 2L, BEESOMEAH
WZOWTI, ERINZOZYMEEAEE IR L, +o e E iz
St L7=1% ., ARFIBEGAC X D at & sHUkiz oW TS D ELR
L, BEHOHRIIKRETXSZ L 2R LI LT, ERIOE IS
BOHETEMTH L, BORGOBEMAK., AFNC L DEIEHRN
Sebn DA H &5 O/ S R EEZIR L & 72 B ATREER & 5 55
A, EblcHEKRGE2TIESE, EMOEHOL & CTHEEICE
BRI 5 EMERIEEZITO L, Fio, AEIRGZICEWER O
BMEBEDLN DAL, EREX~EET 2 L9 BFITHEEE21TH 2
Lo HRABEHOENBEZHMER LAV E ) ICBEICEER2EL, T
RTCOBMEOREREFEFTIEICHEHT 282170 LRI, K
HOES IR BEET IRt o2 L,

82 AIICEHE L1-TF 7 4 T F L — A S TnlEEDRENRE SN
TEBY, EERRBZEZED2L1H 5, BIEPIER DI
ONTHAICE, BFICZ2T2 L 0T L, [11.1.1 2]
83 AANX, POV A7 BRI AEMEND D, T DT=HARA|
OFHITEE L TIE, +oR2BI8E ATV, BYYECHIREE (BN
RIS 2B te) OFIECHEICIER T2 Z &, BYYIE O #E XX
JERDRH SO IZEAITIE, HRNICHY EICHEKET D L) BEE
e+ 52 L, [1.1, 1.2, 2.2, 9.1.1, 11.1.2 ]

8.4 ARABLHAZSeNL o THEZIZEET 5+ 7 f1i2 e OER X AR 2L
Wz, A% —7xnm -y R 21TV EEME CT A%
BATHOZLICEY, MBEROAELZMERTHZ L, £, KA
B i X SR A O U) e A &2 BT O 7o SRR O3B
IR L, BT L, M A R O JIEIRD BB L 255

8.1 : AFNTHEEICLDH
CBGEREEETH I &
Mo, BEAE DY)
e 505 1k B OAAI B 5-#
DORIWER 2% 5 % 4Lk
HEREEL, AFloAC
BENERICERTE 5
KOBEERET HME
B b, EWNTSLE
Zxtg & LIZBEAGR D B
L% 5 A K OV 7K
RO H G RF OFHE
i EZ . RIE LT,
8.2~8.7 : KAl L [d—H%h
BorEBTHY 7 3rm—
ST 300mg DFAT ST
EEREIZL, BREL
77
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1.8 WfFSCE ()
—Wx4 T =Tu~T (BB Z)

AstraZeneca

(Bfgr 9 20, FEEE) (IS EBEICERT S X 5 F3Ad
HZ &, [1.1. 23, 9.12 /]

85 VI F UHREIC L DIRMERBLO Y A7 BB ETE /W28,
KEFEETOAED 7 F o HEREIIIThRWD &,

8.6 KA INT-BHEICEBWCEMEEEN SIS TWDS, KX
EOREMEIIH 5 TIE ARV, EHEESEORIUCEE TS Z
o [L10 1511 2]

87BIUAT R T A N A%+ U 7 ORE IR (HBs HUR A
P, 7222 HBe FLIA XX HBs HuiRpG M) 12k \W T, BRIFR DY A L
OFIEHICICEDFRR L b2 BEZNBHH 20, AFEEIC
Fxr->T, BEFRUANAEROFEEHERT L2 L, (9135
iy

IREDEFEHAT HEEICHTIEE

9.1 AOME « BEFEIBES O H 5 B3

9.1.1 JEYE (FEE/REYYE A FR<) OBE UTBYHEN DL D B
*

BYEN BT 2BEnR 5, [1.1, 1.2, 22, 83, 11.12 &
i

9.1.2 fEEOBEERE 2 A9 5 BE IR b 5 B3

(1) O Z AT 5 BE T, MgazmatsesrBzhn
b5 (WBrEMEEELZET) o [1.1. 23, 84 5]

(2) FEEOBEEREE AT 556 TR DN 55121,
FERE OB N & D ERICHKT 52 L, LFOWT OB
ik, FAIE UCARAIER G anc @ el s 59252 &,
[1.1, 2.3, 8.4 ]

- JESE AR CRRIBM RS A ST 2 EES b2 6T 5
B

- FEEEOTERIE (MisME A2 L) 28T 5BE

A HE—T vy ERERBREOREICL Y | BEEYERTR < b
noBkE

- WA L ORIEHEMIE L BT 5B

913BHFR AN A% v U T OBRE UIBE &Y% (HBs Hif &
Pk, 7> HBce $i4 X3 HBs FLiRRE )

SRR EELPIHFR VAN A — I —DF=F Y L 757572 . B
IR D A )V 2 D BIEHALOBEBECTER O RBUCEE T 5 2 &,
(8.7 & ]

9.5 Il

B0 SUTAENR L T2 ATREME O & 5 et id, 1A Eo AN E
irEx ER 2 LB SN GEICOREETH L, YALTT =7
L IR A BT D T EARIBE I TV D,

9.6 Fliw

B EOB MR ORARBOAEMEZZE L, #ALOME T
EEBETLZ L, AFIOE MIBIT2AL~OBITIZIARHTH S
N, BER (L) T =7 a3t ~BITT S 2 LR
WEIhLTWD,

9.7 /N5

9.1~9.7 : ARH| & [Fl—H%h
KoyEETHH7xrue—
SEERE 300mg DFAT L
ErHEIZL, BEL
7~
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1.8 WfFSCE ()
—Wx4 T =Tu~T (BB Z)

AstraZeneca

NREEZ G & U T BRREBRI IS L T 7y,

1040 1
102 JFAEE (PHHICEE TS 2 L)

PSR HRAER - FEE ST
ik

BEFF - faBRIAF

[ RA =T BB D WAIOAANT T RS o 2 —T =

7 RN T D B0 IR LITHT HE
A HF—Txrr-a |[FNUBH A, J 7 a—F VA TH
Ao B =Tz - D

10.2 : ARH| & [E—AfEhRsy
AT HY T v — i

EE 300mg DU CE%E

BEIZL, FEL,

1R I7EH

WOEWERR S b 2 &B3H 5D T, Blgs oItV 2y
NRD SN B ARG 2P I 57 CEUARLERITY 2 L,
11.1 ERZEEAH

11.1.1 77 4 7% — (BFEEARH)
11.1.2 FEEZREYYE  (2.3%)

Jiti 2R FEME R RIEIZ DO EERRILEN H LD Z &N b,
(1.1, 1.2, 2.2, 83, 9.1.1 &M]

(8.2 ZM]

11.2 = OO RIEH

11.1 : A& & F/—A 25y
AT HY T v — i
FRE 300mg DR SCEE
ZEICL, F®E LT,

11.2 : KA & EBPy 7R R

14.1 HAEGRIOER

14.1.1 $&5 60 3@ LI L, AFIEAFEIIANTZEE
ORETHRIRICEL TR ZENREE LUV,

14.1.2 NI ARBRERYOCE AN 2N L2 BRIZ I W HERT S
&, RANE, BE~RAOBA~LANXERT AR TH D, B
0. B I REERMPEO SN EAIIMH vz &,

14.2 HAEGREOER

1421 2 FESHE BB, KRERESSUIREEITIT H Z &, JEH~E 5
THEEIL. ~ZE) 24 LTESNT 2 Z &, R DS EALIC S
T 5546, BiROEREFNHADRL ED 3em #id 2 &,

10%LL B | 1~10%A00 | 1%A BAEAIA BGERH S EEZ HND
JEYSIE REXR (KK E G #2 (BIEM) % CCDS
Bk, vA| (K E K DFEHR A TR E LTz,
NAMREX G, U A v
O S SR A AR SUE B R P D F6 BUREE (A
XA BAGE. M EE E O T AR E RS R R ER 7
TG (5 SHEGY) BEHL, MR TR
HREY, LW W BRI - BIER
AR, R (BIEHHE) 122U\ C R
fﬁ% HER BERB & Lz,
IEHECIE I HEUE
i A iR
F
Z Ol | AL
B
1436 A E O R

14.1 : CCDS % & & |35
B OFEEFRHELZRE
L7

142.1~1422 : R F# 5
DO—RMEZ & L TRE
L7,
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1.8 WfFSCE ()
—Wx4 T =Tu~T (BB Z)

AstraZeneca

1422 FeJ@NBURZREAL, R, FLBE, L2 & 2 A i3t
HALRWNWZ &
1423 AANL, 1 FEHORATHY , BEALLRWI &,

14.2.3 : AANX, 1 BlOfE
WD 2R L CR% S
Nt —hrf vy

A —=ThHDHI=D, Hikz
BAEH LW &2
L7,

15. 2 D DR
15.1 EEERERICIES S T
15.1.1 BEVERES O BRI, AR A 0O 55 11 A = BR AL [R5
(D3461C00004 #5R K Y D3461C00005 345R) OOFEMET ClX, 7=
7w/~ 7 300mg T 1.4/100 A « 4, 7T B AREETIL0.9/100 A -
FEThoT-, AFOE I FREERILFEFER (D3465C00001 #REk) Tl
MRS Sk o7z (1.1, 8.6 BIR]
1512 simErERA o2 ) 7~ h—F A (SLE) BEE G L
L7255 I AHRRBR  (D3461C00004 7-5% & OF D3461C00005 7B%) 128
WT, AR R (F=71/0<7 300mg. Q4W) THE A%
FT2BFED 1.7% (6/359 i) TEGZICHT =7 v~ 7 HENR
HAL. 0.3% (1/359 i) THRFURDFED iz, ARFIOH M AHE
PEAL[ERER  (D3465C00001 3ER) Tix, AAFOEE %% T =880
5.6% (6/107 f5l) CTEEHRITH T =7 v~ 7 HARNZED ST 73,
PRPUAITGZRD bR o T2, BT =7 u~ T HiREM & 7o 7=
BEOHEN VI, PLT7 =7 v~ THIRORBIZ X 5 HME&L
WEEMIZKIETREITH STl e,

15.1 : KAl & R—H ks
EHETDY 7 r0— i
EHE 300mg DU CE%E
SEIZ L, HELE,
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1.8 IRFI3CE (%) AstraZeneca
—W4 T =T aL~T (BIEFHEEZ)

1.8.4 RMIXE (F)
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SPNSC-1.0
20265 1 A1ERR (55 1R (8 F) )

b MRS V7 —T 20 UREELE ) 7 a—FILHUE

AT LEEZSZRT D2 L

T =7 u)bv 7GR ) B

I 7B 2~8CTHRIF
AHRIFAM : 44

B I X O =" 57:x 120mg 1-Myyzos-

Saphnelo for S.C. injection 120mg

AR SRR | BT AL R )
) ER-EMEONTZICKVERT LI L

AAEE R R =
87399
RRES
W 7E SR

1. s

- =0
1.1 ZAF(. Bk  BUISE  fE%E D BWE 2 S CRRIFIC T2
BETEIEEMRICBVLT. FFICOVTODToBAHEE S
SHEIYU T b=FEBEDO T30 - #5RZH DEMD
BHET FEIC KB BEOERENERMEZ O S SHIFEN
BIEFIDHICERT 3 T & AFIFMEIRIBFRE P FIREE (18
EUEFIREEZS0) EORPEEDY R T ZIEX T B T8N
D&Y FERBROBREEZET 2 BB CRERE G ESE
O EEMED B 2 (BEMRBREST) . T A5 & OREEEF
BHSHTREBEVHD . EEEEORIBLI|MESN TV S HERN
WBICHKIL B FENEREFTASEIERI TRV EHEH.
FEIOEMERUVEREZEEICTIHAL. EENER U
CEEBREUE LT ABEZRIBT DT E.01.2.2.2,2.3,
8.3.8.4.8.6,9.1.1.9.1.2.11.1.2,15.1.188&]
1.2 BEEMGN ESTRPENRESNTVND e, 018
RETOIBERPEDRRITER U KB SE ICRRGYEDH
R FEEIRD & S O NEBESICIE GRP D ICHEYEISERT S
FOEERIEETHTEL[1.1.2.2.8.3.9.1.1.11.1.280]
S E2EHTIVUFIM—FRAEETR . FEIDEEZTSHIIC.
2704 R EROFY 700+ . REMFHEEOLEMHT
UFI h—FREBEEOERZTIEIRT ST &,

—_

2. R (ROBEICIFHES LBV L)

2.1 AHI ORI LBBRE DB D & 2 B

22 BELBYMEOBE EREE(SEIBZNANH5,]
[1.1.1.2.8.3.9.1.1.11.1.2%&]

2.3 EHHEMOBE FERE2ELSE2BEMSH 5,111,
8.4.9.1.2%8]

3. #HAK - K
3.1 #8m%

HR7E44 HI7 X O —EREI20mgA— >V Ty —

139> (0.8mL)H

I
AT T=7u)bv 7 GERETHEEEZ)E  120mg
129 > (0.8mL) H
L-eXF¥ > 1mg
— L- 2 F Y VIEIEAKNY 3mg

L-V > ViEME 7mg
runa—2ZKHY  39mg
ARYVILAR—=1+80 0.4mg

) BEFHBRIEMICE DY 2 I 20—~ (NSO) Mgz W T

qEshs.
3.2 BFIDMER
HR7e 4 P72 —FKRMELI20mgA— A P27y —
AlE FEHA (L7 1LY »D)
IR HEE~MEEOBIA~AAEE 2T 21
pH 5.4~6.4
RBEH 1 (EEEIERIONY 2 H)

4. FREXIEFNR
BEARTHRTHOBEBMIUFT A —F2

5. FEERFNRICBIET B:FR

5.1 BEDHBBICBVWT.ATOA Rk RaxraoaFy fE
ML L2281 Fv h—F 2T 2@ RiAEE
ToTH IRBEHEAET 2HEIC.AF %2 LR LTRET S
P

5.2 HilHUA FidsDNAFAZE O B EFESIGE TH 5 2 & A HER
ENegkT ) Fv b —FABBEIHEHATSZ &,

5.3 BRREICH VLT IEEMEA O EED L — 7 B K IF R
BL—T2AZET 525MT) 5Fv h—F 2BE IS 2601
ROREEIBH SN TV [17.1.15]]

5.4 [17. BaREE | OEO NE % BH U KRB OB MR R 2tk
ZHCHEB L ECGESBREOBIRZITO &,

6. iENUHAE
EE AT =70~ 7 GBETHEZ) & LT 1E120mg
ZLEAM I S FEST 5.

7. RiERUAZICEET %2

7.1 BRABICBWT AR EthoEMBEF Ty 7a kAT 7 3
FEDHRAICHT 2EMMERTREEIIBERF SN TRV,
[17.1.13H8]

7.2 7270 7 GRETHEEZ ) miEEnEsHE > 5 AR 0 &
Z BBE HEEEORKIRS D 5 R 28RB ICKF 0% 5 % Bl
THZE,

8. EEREXIEE

8.1 AR DHERIHICH 7z - TII EREIER ICB LT AT ERIC X
LI EMOEZEDEEDS & THRE%2/TH> 2 L HEREGOMEA
IZDOWTIE BN Z D&M 2 EEICHKRET L.+ a8 F gz
FEhi U7z % ARFNI 510 & B ERE & LB IC D W TRE P ER
L BEESHEEICKRETE S E 2R L LT EMOEHE
BOHETERT S & HERGOMAR. ARFNIC K 2EIERD
BbNDGE°HOKRS OGS REE R L 2 etk S 5
BARICR ESICHERS2PIEs ¢ EBHIOEED S & THEEI
BRI A5 EHYRNBZITS Z & F 72 AFHRERICEIER O
RENPEDONZGE I ERER BT 5 &5 BEITHRELZ{T
D EMFABRAOEHNBERHEAL VWL D ICEFITER 22
LT RCOBREOREHFEREFEICET 2158217 LA,
HHEAOESEREZRET 2B8mERMHT L,

8.2 AEICHHH L2777 1 T F ¥ — 2 EAUBBIEOHREADIHE S
NTBY BEGBRBZ-EHZ DD 5 MRPEROFERIE
OONTHEAEICT BEICZRITLLOFWAT L L1111
]

8.3 AANIJELD Y 27 ZHEARS G LML D 5. F D7z OAH
OBEGICEL T FaaBZ 2170 BYSELHIREE (BEH
HIREE 2 ET) ORIEPHEBICHERT 5 2 & JRYYEDMIE 1
TERA D 5 bNIZHEITIE RSP D ICHEYEIHEK T 5 & 5 B
ZEET A5 E,[1.1.1.2.2.2,9.1.1.11.1.28&]

8.4 KA G ITIEN - THEKICEIT 5 +53 72 B2 I ORI X AR A
WKMA A > —7 za r-yiEfRAB 2TV GEERRCTHRES
TS LKD) ERBROAREERT 52 & F i A FI#%
G B XSRS O ) 2 A 2 B HIICAT S 5 SRR O F
U2 ICER L B IS LU 2 5D IR L 72456
(F5t 9 % FEBEE) ICIRS DI TEIREICHERR T 5 K S FHHT
5 &.[1.1.2.3.9.1.28H]




85 BV FUERBICKABRIMEREDY AV EBETEL W
O KEREGHROET 7 F VBRI ThENT &,

8.6 AEAMEINI-BHIIBVLWTERBESRESN TV A
Al e ORBEMEIZE S Tl VA . BEREESEORRICEET S
Z&L[1.1.15.1.1518]

8.7 BEIFF R A LA F + U 7 D EH IIBF Y (HBsHFRE
P, 2 DHBCHL A ST HBsHUARG M) 12 B W T BEIFF R 7 1 )L X
OHEHILICEKEHRDED S5 DONEBZEZNDH 570 . KFHEE
253> T BRIF R A VAR OEE AR T ST &.[9.1.3
%]

9. HEDNERZHIZEEICHTIIE

9.1 GIHE - IEREEDH B EE

9.1.1 BRI (BEERBRIEER L) DEENERRENRDONDE
=
BHENBAL T 52 BFNAH5.[1.1.1.2.2.2.8.3.11.1.2%H]

9.1.2 ERDEIEEZT T 3 EEN FRBRBENREDONDIEE

(1) WEOBEREZ2ET »BECI. EEEEH LSBTy
» 5 (BEEEEE2ET). [1.1.2.3.8.45]

(2) BEOBMEREE2HET 256 X IHEZELEI DN S GBI,
WBROBERBE» L EMICHEHKT 22 LU TonT AR
FHIEJRRE U AR SENIOET 2SS 2 %5 T 5 2 &,
[1.1.2.3.8.45H]

« MR E SR CRRIBERSZICERT 2P HESNIBEEET S
BE

- R ORERE (M2 &) 2 B9 285

Ay =T zu -y EHERBREOREIC KD BUEGARL BEb
nogE

- RERBE EOBEEMEEET 5 EE

9.1.3 BEIFFR DA LA F + U 7 DEENIFEFFRRLE (HBsHIFRIE
4. D DHBCHIAN IEHBsHAR %)
JFHEREREERFRTIANAT—H—DEZY ) VT 2T
EBRIFF X A )L A OEEE(LOBIERPERO KB EET 5
Z &L [8.7BE]

9.5 Him
TR IR L C W A TR D & 2 LI IX AR L OB RES
felgEtEz B2 EHMSNEBEICOHFEETHIEHILTT
Z7ULR TIEBBEERT S ENRBEIN TV,

9.6 =3
BELEOAESREROCBIFBEOA SN 2EE L. B O
Ik Z#ET 5 2 EARBlO MBI BHITAOBITIIAHT
HBPEYER (V) TT =7 a e TEATHRARBITT A S
EPRESN TV,

9.7 INE
INREETRE U BRRBIEER L Than,

10. HHE{EA
102 HAFER HAICERT D L)

11.2 ZDfthDEIER

10%2L & 1~ 10%Ki 1% | BEAH
IEYYRE REZR(REZR. Y | KBRS (R
ANV AMRE LSRR | BREE 7 A
ERERHR) . EXER |V 2 KGE
B (RGBS EIREE | B A 1
RHERR) IRVEE | ROERGY)
HRBAE RBAE
fiEER Ra EiE
Z DAty | TEHHERAL
JJE

2% BRER - HEAE | T - RRET

B vy —Tzay |[HHICKOHAE | KA IR > ¥ —
BRI DHEFPEWIET |7 20 ZAEMKLIHT
AyF—=T7zav-a|5BFNDH5, |T5H5E/) 7a—F i

Av¥—7zuar-B KTH5,

11. BIfEA
ROFWERABPH o DND I ENH LD T BELZTTIITV.BE
PROONIBEICIRG2PIET 2574 EHET L LEZITS
&

11.1 EXFEIER

111 73T 4 5FY—BREAH) [8.22]

11.1.2 EETRRERRE (2.3%)
ML EEEFREEZEOERRBIVErH 5 DNHIENDH
%,[1.1,1.2,2.2,8.3.9.1.13&]

14. BRAELDER

14.1 EZFUKSWMOER

14.1.1 #5607 HNIIREUE P S HUD H U AAl 2 S EIC AN - &
FORBTERIRLTBL ZENEE LU,

1412 EHANICABEENCEEDN W Lz BRICK DIEEY
2 EAFIRVEBE~MECOEBH~IABLZET 2R TH S,
B EEXINEERMPRD 5N 2BEIMER L Ln I &

14.2 FHEUZSROER

14.2.1 BRSNS _EREER RBRERSUIAEERICAT S & LA S
T HHEEIIAZED 25U TEH T 2 Z & [F R GEALIC TS
I A5A HEOEHEFNA» 570 EB3cmiEd I &,

14.2.2 & BUR 7 ERAL BB TG KLBE BEAL A% 8 B BRAZIC I fE
LanZ &,

14.2.3 AFNZ 1EERORAFITH O BEALZWI &,

15. ZDthDER

15.1 ERERERICE D K 1BHR

15.1.1 B EE O F BRI s i 5 844 o S5 T E B [F R B
(D3461C000045%E: &% ' D3461 CO000558Ek) O B A AT Tl
7= 71L<7300mgEET1.4/100A - .75 REETI30.9/
I10OA - EFTH o7 KA OFEITTHEE KL FH B
(D3465C00001#5%) Tl EEEE IHME SN o7z (1.1,
8.62 7]

15.1.2 SEEFMFO2EETY 5 < b —F X (SLE) BF 254
& U7 BIIEERER (D3461C000045 5% &% 'D3461C000055
B ICBWTUKERAE - HE(7=710)Lv7300mg.Q4W) T
BE5 %% F7-BEDL.7%(6/3590]) TRERICH T =70~
THARDEED H51.0.3% (1/35961) THHIFANRD 5 iz A
Al O SEIAHE R EIERER (D3465C00001 545k Tk A0S
B2 BED5.6%(6/1076]) THREBIHT =7 0L T
KD D SN2 A FHHFURIEED SN M7 =7 alL~
THABHE L 2> L BEOFIEF LR 7 =7 a L THifk
DOFEFIC XA R OREMEICRITTHEIHES » TR,

16. EMENRE

16.1 MoREE

16.1.1 BERS

TERFHERE 1T AR 1 20mg & BN RIS U7z & & O IiliE iR
HBROENBE ST X -5 I TROLBY TH DY,

100 3

10 4

MFEARRRE (ug/mL)

T
0 7

B (g) 2



#BE58E (BIE) 120mg(90)
Cmax (ug/mL) 9.971£3.259(90)
AUCo-ast (ug-day/mL) 126.14+49.46(90)

AUCo-inf (pg-day/mL)

131.5+£50.16(88)

Tmax (day)

5.00(2.00-14.00) (90)

T2 (day)

3.144+1.353(88)

CL/F (L/day)

1.068+0.466(88)

SFEIE + FRHER 2 | Tmaxld HoRfE (HiFH)

16.1.2 REEHXRS

D3465C00001785# 12 T R ASLEEE ICAH|120mg 2 13#
M EICRER TS LTz & & OREFIEM B REARITIC & 2 4H
DEYFEINT X — 5 DHEEMIT RO LB TH 2,

LNFREIST A — 5

SLE&#(108)

HAASLEEE (8)

Cmax.ss (Hg/mL)

70.94(66.16-76.06)

108.3(89.42-131.0)

AUCSS, T (Hgday/mL)

484.3(450.4-520.8)

746.8(616.5-904.7)

Tmax (day)

3.0(2.4-3.2)

3.05(3.0-3.1)

Cmin,ss (“g/mL)

65.53(60.43-71.07)

103.5(85.34-125.5)

AT PIIE (90%EREX ) « Tmaxt$ HHL{E ()

s

16.4 {8
FHNIEREA TH BT A > ¥ —7 210 v aZEFR(FNAR) K&
UHIRIN L RIC KL DIHEZ R A BRICEET 27 X0 E
DNEBERICEVNIRTF FHZ0IET I/ BICHEIND SHEE
SN,

16.5 HEittt
AFNIIFNARZ ST LIRS B B 7 HEHL EOBREEOW
DEIRT

17. ERPRREHE

17.1 BHUERUVRLEICET 255

17.1.1 EIMEERFHEER (D3465C0000155R) ¥
L LIzFABOSLEZSMIGEEVICL 2 b o THEEN SEHE
(SLEDAI-2K 2 2 7 #6555l k. #»DBILAG-2004 41 7 TU —A
DEBAN1OIIH 7T —BOEBRRH2 DL L »DOPGAH
1B E) ORERZE L KEY 7~ FEEXOSLES R EZ 29
BUHUAE, FidsDNAFLE, U HSmFUEKRFIE DR A SLEE# (1E
D OERED I — T ABRUIHPRREL— T A 26T 2 BE
EBRAMED)) 36 7RI LT ARAI 20mg i 7 IR (10 1) %1
R ENCE TG Ui BR R R I h D £ AL > 7 1
RAT7 7 I NEEAIOMRZZ 1L U7z & 22041455238 D
“HEMBRSHEE T CUIRIAFIE) U7 BRE TR~ £
fiti U 7z o R TE MR OX SR & L7222061 (5> 5 HAANL4
Bl) 12 BV T EEFHEIEE Td 5 3% 55281 O BICLAZER S D F|
FE T T RBEEE I U CRA 20mg B CHREHERICERICH
Mol

| A:71120mgE (10961) | 75 KB (11161)
52K OBICLA
FERRAI (%) 65(59.4%) | 49(l(43.9%)
HADBME 9.46% CI 15.5%(1.4~29.6%)
pi 0.0211

CI : SHEXH

HEROEEOBBZZ AT ) —= 2 ZEOSLEDAI-2K 2 2 7 R ORI A

¥ ¥ —7 zurgene signature7 A b ORI SEBRE OO T

FaATuA FREICXSEHCochran Mantel Haenszeli#:# F\ CEHE
HK#EIZPocockBIDLanDeMets® a 1HE BRI E D EWifI3.54% & L7z
TR OT—% v V4 7 £ TIIRBEEOKS % 1| D %
72346461 (> B HAAN26/]) H52:8M O —EE R SRR IcE
EHERERB LU CBEZEOEEIL AR 120mg#E74.4%(131/176
B T T2 REET1.2%(121/17061) TdH > 7z &K1 20mg B
THONTELBEFRIE. EHER (KAI120mghE10.8% K T

75 REE9.4%) . COVID-19 (H9.1% K% 1V'6.5%) « LR EREG:
(F18.0% % 1°5.3%) 5 EXZ %X ([F7.4% K U7 .6%) iEST AL IG
(F16.8% K% T'4.1%)  FRESEG ([E]5.7% K U'7.6%) « i ([65.1%
K T0.6%) TH - 72.[5.3.7.1281]

(BICLAZ KM 0 7E 2]

PIRD32 9 RC 29I &,

« R— 254 > TBILAG-2004% 7 3 —ADEHZAB/C/D
AN HT T —BOEBRNIC/DANEFNENNE L MO HSER
OE(1DULEDOHTTY —AXIE2DO LD K5 T —BD
FE)PED SNV

* SLEDAI-2KOR—=Z 514 > 5 DE(L (OHBOR—RAF 1
POEDAAT EF) B0

- WERE OBRBIEEMEASR— 25 1 ¥ h 5B (PGAH0.3055 1L
B LTwnzn

FEESFICUTOVWTNAOHBERIFER L 2HE1E

BICLAEZRM & L7z,

- JRBRER 5. % ik

s HIRS N TV S A2 IR EREES CHAS N HEEZE 2
T

HEDEOILFIZTaA Rk FaFdraaF s aEims s
(Z7¥FATSIV . 3a7x/)—)EE E7xF0V/3I37=x
J=LVEB.ANMLFH =P IO RRY IO LR,
XiE IV EY)oBMIIHH.

E2)EBEAP OEED L — T AB R E LT IABREHEE ICHE

ENTATRIBEIZIEAT DT U 7a R AT 7 I FOBIRN
BERY/EEHBILFIZTOA FOEIRNZGICE S
2OV AR IR ERGEZE CHFE SN TLW W ED o
BB OBNEOBBN 2 IAROBEREARE S N HSLEI &
HIEBHHOBIETHEBEET H2BE LRI L

BB DEED PRI — A & LT RSO EE I
ANETE 7o SLEMFEAE tie Ik (B MR 28 I 28, I T X
o — BBEREARRE [ RAT M BRI S A I B 2 F R
2] A SEELIREE . B L ~OUE TR BRI AR R Sd e
FRREREE . AR E , T A D ABERIREE. /MM ES) K51 K O
ZHREMRER2EL)2ETHBREZRI L.

18. B3PI

18.1 {EFREER
AEFZ IR vy —TzaryaZAEOF T2y b1
(IFNARD) Ic#&T 2 MaEIu 7Y >Glk €/ Z7u—F)L
WA TH % IBIIFNIISLED FIER T I B 2 1548 % -9, 18
[FNFEEBEFHRE O LA IE RASLEERE O KIS (160 ~
80%) ICER® 5N SLEDOEBIHEE K O EHRERE SMHBE L TW
%9,

18.2 RHEEN (FFNRZE (T 2 FIEER

18.2.1 IFNARTAD$EE
In vitro \IZBWT & N RN =7 A HIL O KA M BEAZ AR F
HI BIFNARINO T =7 ule 7 OEEZRELIZE T A,
IFNARIICH T A7 =70 )L 7DOKpldk N RUOH =2 A )L
TEFNZN0.29+£0.29nMK% 0.65+£0.74nMTH - 729,

18.2.2 IFNARFIRMAZICI T BIFN-a 2aDFES DEE
In vitro liZBWT. 7 =70l 7IXIFNARZFHHL TV
Daudiffifia~ o 125 FIFN- o 2aDFE & % 5 & ICFHE L .ECso
fE1Z20.14nMTH - 725,

18.2.3 UA Y REEMDIFNAR/2IC KDV T FIVITHZEDRE
In vitro DEIRICB W T, 7= 7 0L 73 E M RESeR
HSRIFIIFNHIEIC & ASTAT1Y Y EB(L 2522 ICHE L 20,

18.2.4 IBYIFNFEEEDISREEEDEE
In vitro 2BV 770~ 713 RE L - 214 x
bt MEIFNICHE S N SIFN-stimulated response element
(ISRE) D&M b 2507712 FHE U ICs0fE130.004 ~ 0.3nM D i
THholz. 7 =707 7L . SLEBE D MIFEFICFEET SIEIFN

_3_



12 & AISREVEMAL 2 FHE L7209,

18.2.5 In vivo 88
L— T ABEROAEREIEETILTHAHNZB/W Flv7 2ITHB 0
T U asy — vk Th 25~ 7 AIFNARFUKSAIDFESIC XL D
[BUIFNFHEEE R FFIE O FEAE] S 1L, B RE O FRE HMKH
SNVEREENME T U7 B Aot E EFH i EE (GVH-SSc)
ETFIMCBOVT i~ 7 AIFNARFUEDE 51 K DIFNY 7 F L
fREMSEE SN, ZIIT KD EEORIE. ME RIS % O R E Ok
(bl s nrz",

19. B CRET BIBEEHFR

—AREIBFN
7=7ulv7 (BaTHiEz) JAN)
Anifrolumab (Genetical Recombination)

PN =]
T=7alI TR RS vy =Tt a VAR (A vy —T 1
¥ TNT 7 NR=FROF ATZEEL) IS HBE I b
MgGlE/ Z7u—FLHifkTaH D HEH234,235E£331FEHD T
I BREIIFENENPhe.GlukSericB#fiENTWS . 7=7
LY 7IE. v AITu—<(NSO)Mifalc KV EES NS, 7=
TV TEAATE DT I ) BERED 5 2 HHH (v 18H) 24K K%
OISED7 I VEEEREN 52 5L (k #H) 2R THEK S h 555
VST E (TR 1 K148,000) TH S,

20. IRV EDEFR

20.1 FANGTHLIRES Ll &,

20.2 ARANIBRAE 2 8T RS LB R ER L nd &

20.3 IETE 2T 572D FHNIHNFEICANTRET 2 2 Lo

20.4 AF| & e E A S HLD H U722 13 B (25CLUR) TREZEL.7
HERICERT 52 &

21. RERRMH
B A7 EIERE A EO LB ICEET 5 2 L.

22. @
0.8mL[15 v I (HEASH27C) &4 — b ¥ Yz 75 —x1)]

23. EEXHR

AN ERL 1 D3465C00002:5% (APFS/AT PK Bkt ER)
(202X EXHAXXHAR.CTD2.7.2.2)

2) &R 1 D3465C00001 5% (TULIP SCEER) @ REEMEE
YIBREREAT (202X EX A XX HAFR.CTD2.7.2.3)

3)#ANER 1 D3465C00001 754 (TULIP SC#ER) (202X4EX
HAXXH#%#.CTD2.7.6.2.3)

4) EPEEAh - H3EREE 2022;157(4):271-279.

5)Peng L, et al. MAbs. 2015;7(2):428-39.

6)Riggs JM, et al. Lupus Science & Medicine 2018;5:1-
11.

7)Delaney TA, et al. ] Immunol. 2016;197(1):42-50.

24. WHFERERUEVEDESE
TARTERAKRKESH ATA ANV T A3ty
9.__
T530-0011 KERFAILRKEIT3E]L =
TEL 0120-189-115
https://www.astrazeneca.co.jp

26. BERTTREF
26.1 BHERRSTIT
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—fx4 T =T~ T (Bis A R)
BEE IR

1.9 —fRMBTIZZREINXE
7=—o0O/)LYJ GEFHIEZ)

ARERNZ LR S IVIAGBUTAR DHERNTT R b T BR WA SHIIRE L3, Wt Faio&
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1.9 —MARICIRD S0 AstraZeneca
—W4 T =T aL~T (BIEFHEEZ)

1.9.1 JAN
SRR 304E 7 H 3 B ZERAEZEEI 070345 4 B LV DL Fo@ v @ Ens,

JAN
[(AAL] 7=7nl~7 (EETHEIEZ)
(5% 4] Anifrolumab (Genetical Recombination)

ENZY

[HAL] 7=7ur~<713, 1B —TxarSR{iKkl [ X —T=za T N7 7,
R—=F A ATZFKD) (ST HEE L e N 1gGl €/ 7 n—F kT
HY, HEH 234, 235 L ON331 FHDOT I/ WRFRILNZNE4 Phe, Glu LT Ser (2
ERINTWD., 7=7u/l~<7 L, vUAIxTe—~ (NSO) Mgz XV pEAS
Nz, 7=r7uani~7E, 47EOT I BREENGRD HE (1 ) 2 KL
Q05 H DT X 7RG 5 L (k) 2 K THEASNDHEX 08 (4T
# 1 £ 148,000) TH 5.

[9& 4] Anifrolumab is a recombinant human IgG1 monoclonal antibody against type I interferon
receptor 1 (interferon alpha, beta and omega receptor 1), whose amino acid residues at
position 234, 235 and 331 are substituted by Phe, Glu and Ser, respectively, in the H-chain.
Anifrolumab is produced in mouse myeloma (NSO) cells. Anifrolumab is a glycoprotein
(molecular weight: ca. 148,000) composed of 2 H-chains (y1-chains) consisting of 447
amino acid residues each and 2 L-chains (k-chains) consisting of 215 amino acid residues
each.

1.9.2 INN

'Recommended INN: List 71. WHO Drug Information, Vol. 28, No. 1, 2014 (Z r-INN 23 & S 41 C
W5,

r-INN

anifrolumab
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F18 PHEEFTHRBRRVHRTXEICET H1EFR
—fx4 T =T~ T (Bis A R)
BEE IR

110 BE -BIEZFDEEEEEHNDFEED
7=—o0O/)LYJ GEFHIEZ)

ARERNZ LR S IVIAGBUTAR DHERNTT R b T BR WA SHIIRE L3, Wt Faio&
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1.10 ¥ - BEREOFEREEEROE L O AstraZeneca
—W4 T =T aL~T (BIEFHEEZ)

EPN

g R SRR 1
B e et e e e e te e e e ——eeeee——eeeeee—eeeaae——eeaaa—eeeaaa—eeaaa—aeaaas 2
1.10.1 B T oo — e e ——aaae e e e e —————aaaaaaaa——— 3
1.10.2 B e —————aaaaaaaa 6
FzERX

=1 EE-BIEZORETEBREHDEED TBIT) e 3
=2 EE-BEZORTEEEHOTED (EF) XTHEIH  TEA .o, 6
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1.10 ¥ - BEREOFEREEEROE L O AstraZeneca
—4 T =T~ T (BB THEEZ)

1.10.1 HIT
= 1 BE  BIFEFOETEEEEHDE LD (FRT)
b4 - B4 | T=7al<T7i, 1 BA =Tzl Z/IK ((E—T7xzay TIVT 7,
R—=L ROF A TZHFE) (T 2B FHELZ e b 1gGlL £/ 7 a—F AHiKTH
0, HEH234, 235 L 331 FZBHDOT I/ BEFEILITIZNZEH Phe, Glu & Ser (ZiEH X1
TWa., 7=7nal<7E, ~vAIxzn—~ (NSO) Milic X v EAIND. T=
Tanv T, MTEOT I BEERENGe D HE (Y1 81) 2 KK 215 DT X/
FRFRIEMN DD L (c8H) 2 A THERINDIEY 378 (15 @ £ 148,000) T
H5.
& X | T BREANINRRO LB
hEe « D ER | BEFEEECHRAH S e g ) T~ h—T &
Mk - & | @%, JKAE7T=7rL~7 (EaF##z) & LT, 300mg % 4 ## I & 1230 59

LB TR eHES D,

B35 O R E

R4 KO | 7 ke — S 300mg
BRISY - 08 | U4 T A7 =7al~T (BEFHE#Z) 300mg &A)
5 PE| HEER S (B i
ELZ/Ein PRI Eraem i Beh 8 (mg/kg) WIS DEFEE (mg/kg)
i3 FRARA @ 0, 5,30, 100 100 2 %
=74 ERN @ 5 5EBAD
% e BTFe 5 5EBAD
Tk ELRPN b 0, 0.003, 0.03, 0.3, 1 1 2z 5

& GLP ki . ° GLP i

A G-
B e 51 PERI Bl Beh & MmEME | BARPTA
(B G- TR (mg/kg) (mg/kg)
?IJ%FZ@&) HemE | ERIRAY | 0,0.5,5,30 | 30 L
H=A HElZ DI, H
HL 39 FHM 2 e RN |0, 5, 50 ERPS: 50 | /NEHIRLC ST
(1 [E1/3) BT 0,15,60 | fZF:60 | VERIE (FWfR
x)
. GLP
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—4 T =T~ T (BB THEEZ)

=1 BE - FIEFOREEETEHOE LD (]I
gl E W | AEFESRRBR (BRREERTLED)
[ BR L[R2 10 AHEABR  (D3461C00004) AFIHE 180 5 (5 B AANESE 24 1)) 159 £
(88.3%)
BHEFROFEH R~
b AGE R 39 4
ENHEES 28 il
AT D BOG 25
RUE 3k 22 4
PR I F 20 )
RN 134 %
= | TA R T B sRASH BAL A
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1.10 ¥ - BEREOFEREEEROE L O AstraZeneca

—Wx4 T =Tu~T (BB Z)

IR
TI/BENRVCRILIT 4 FES -

L 8

EIVLTQSPGT
GASSRATGIP
QGTRLEIKRT
VDNALQSGNS
GLSSPVTKSF

H ¢4
EVQLVQSGAE

IYPGDSDIRY
IEGFDYWGRG
PEPVTVSWNS
NVNHKPSNTK
LMISRTPEVT
RVVSVLTVLH
LPPSREEMTK

LSLSPGERAT
DRLSGSGSGT
VAAPSVFIFP
QESVTEQDSK
NRGEC

VKKPGESLKI
SPSEFQGQVTI
TLVTVSSAST
GALTSGVHTF
VDKRVEPKSC
?VVVDVSHED

LS?RASQSVS

SSEFAWYQOK

DFTLTITRLE
PSDEQLKSGT
DSTYSLSSTL

SQKGSGYIFT

|
PEDFAVYYCQ
ASVV?LLNNF

PGOAPRLLTY
QYDSSAITFEG
YPREAKVQWK

TLSKADYEKH

NYWIAWVROM

|
KVYACEVTHQ

PGKGLESMGI

SADKSITTAY
KGPSVFPLAP
PAVLQSSGLY
DKTHTCPPCP
PEVKENWYVD

QDWLNGKEYK

1
CKVSNKALPA

LOWSSLKASD
SSKSTSGGTA
SLSSVVTVPS
APEFEGGPSV
GVEVHNAKTK
SIEKTISKAK
WESNGQPENN

TAMYY&ARHD
ALGCLVKDYF
SSLGTQTYIC
FLEFPPKPKDT
PREEQYNSTY
GQPREPQVYT
YKTTPPVLDS

NQVSLTQLVK GFYPSDIAVE

DGSFFLYSKL TVDKSRWQQG NVESCSVMHE ALHNHYTQKS LSLSPGK

H# El : #5Mee 7 L2 I g HEH N297 : BESHAE S ; H8H K447 : Emi etk o7
L#4C215—H 4 C220, H#H C226-H#4C226, HH C229-H 4 C229 : AL T ¢ Risd

THREHDOHTEREE

Fuc(a1-6)

~(B1-4)GIcNAc(B1-2)Man(a1-6)
Galy,

-(B1-4)GIcNAc(B1-2)Man(a1-3)

Man (B1-4)GIcNAc(B1-4)GIcNAC
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1.10 ¥ - BEREOFEREEEROE L O

AstraZeneca

—Wx4 T =Tu~T (BB Z)

1.10.2 Pyl
x2 BE - BEFOETEEEHDF LY (EH) XTHRM: EER
b4 - B4
& X
Bee - B R
ik - A& | <I7Fo—[GEEE 300mg>

L, AR =7 e~ T (B F##z) & LT, 300mg % 4 HH Z &1 30 4>
PL BT TRIEFHET D,

<Y 7xa—FERmMgA— VeI H—>

WE,. AR T =7ul~7 GEfaf##az) & LT, 1\ 120mg Z 1 BWE LI
KT ERT 5,

B35 O R E

JEA B OVRAN - K

R4 KO | Y7 e — S 300mg
BRISY - r8 | U4 T A7 =7al~T (BEFE#Z) 300mg &A)
Y7 xe = FE1R2mg A — vV Z—
QYoo r7=unui~7 (GEafffz) 120mg &4)
G PE
gl W | AFFRRBR (BRRERERTELET)
[ B AL R 26 10 AERABR  (D3461C00004) AFHIHE 180 5 (9 B HANESE 24 1)) 159
(88.3%)
HERGOFEHA %k
b AGE Y 39 4
NHEAZE 28 i
AT O BUG 25 13l
KU 3R 22
PR B G 20 13l
kI E 134 %
EIFEAL RS 1 AHEER  (D3465C00001) AKIRE 176 B (9B HA NS 12 f5]) H 131 i
(74.4%)
BHERROFEH R
_HHEER 19 4
COVID—19 16 i
b RGE G 14 4
RUE 3R 13 13
SR BUS 12 13
R SR G 10 41
T 9 %
= 1
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1.12 R ftEH—E AstraZeneca
— % . 7270 T GEIEFHEMEZ)
E 5 i I
CTD No = 2 S | mEE | enE-com |TWEE
FEIF(EP2—ILI) REICETIXE
32 T—AXIIHEE
3.2S RE
AL
3.2.P HHEI
3.2.P1 HAFIRUVLAE
3.2.P.1 AstraZeneca EX-T)- 38y 1957 F)Y HREH i
3.2.P.2 HHEIFAFKDEE
3.2.P.2.1 AstraZeneca ETF %) AN HREH ST
3.2.P.2.2 AstraZeneca HA Bt HRAER i
3.2.P.23 AstraZeneca HETREDOBREORE AN HREH ST
3.2.P23 AstraZeneca SETEORREDEE-2 &5 HREH i
3.2.P.2.3 AstraZeneca HWETRERORAREDEE-3 E5 HREH ST
3.2.P.24 AstraZeneca RaRUERR &5 HREH i
3.2.P.25 AstraZeneca WMEMEME R D LA E5 HREH ST
3.2.P26 AstraZeneca BERCERABFORIH AERELEOEESH &5 HREH i
3.2.P.3 &i&
3.2.P.3.1 AstraZeneca qEE &5 HREH B2l
3.2.P.3.2 AstraZeneca EnE AN HREH i
3.2.P.3.3 AstraZeneca WETEERVITOER-O0FA—)L Bt tRER ST
3.2.P.3.4 AstraZeneca EEIRRVEEFRADEE & HREH i
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1.12 R ftEH—E AstraZeneca
—#%% : 7=270)L<T GEIEFHEREZ)

E 5 i .
it 5 e MM | WAE | pRE-zom (WSS
HHER (E B D3

3.2.P35 AstraZeneca TRtR-N\JTFT—ar /T avRERHE-1 TN HREH =F i
3.2.P.35  |AstraZeneca ZJatR-N\YT—Lar T OowREEE-2 B/t HRER B
3.2.P35 AstraZeneca TRtR-N\JTF—ar /TOEREEE-3 TN HREH =F i
32P4 HmMEIDEE

3.2.P41 AstraZeneca HERURABRAZE mot HRER B
3.2.p5 HEDEE

3.2.P.51 AstraZeneca HERURABRAZE mot HRER B
3.2.P.52 AstraZeneca HERAE (DI AE) B HREH S
3.2P53 AstraZeneca HBRAZSDHAHZ ON)T—ar FTIN HRER B
3.2.P.53 AstraZeneca HERFE (DAL DN T—230 B HREH S
3.2.P.53 AstraZeneca ;:!Eg%,! (!n!%%;‘!) DNYT—3ay o HAREH Sl
3.2.P.53 AstraZeneca AERAE (D AZE) DNT—3ay Bt HREH B
32P54 AstraZeneca D“Jf‘!ﬂ!# B HREH BT
3.2.P.55 AstraZeneca MDY Bt HREH B
3.2.P.56  |AstraZeneca HERUOARAZOZ LY #o HREH B
3.2.P.6 FEMXIIFEYE

32P6 AstraZeneca BEGXITZENE E=TIN HREH B
32.P7 REERUERSR

32P7 AstraZeneca  |&as R U MBI F &t HREH B
32P7 AstraZeneca |78 & UHEfE %-addendum N HREH I
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1.12 HTEHR—F AstraZeneca
—fg% . 7=270)L7J GEZFHHER)
ESiRT S A
i =4 e ey | WAE | pEg-zof |TDSH
AHES ([EREN s

3.2.P.8 REM
3.2.P.8.1 AstraZeneca REMDEED RO o HREH B
32P82  |AstraZeneca ABRROREHRBRITEDIERRUER E=TIN HREH T
3.2.P.83  |AstraZeneca ZENT— 7 =2 HREH B
3.2.P.8.3 AstraZeneca ZE ST Bt HAREH SHi
3.2.P.83  |AstraZeneca ZE N T — 7 =2 HRER B
3.2.P.8.3  |AstraZeneca ZE T — I Bt HRER i
3.2.P.83  |AstraZeneca ZE N T — 7 =2 #HRER B
3.2.P.8.3 AstraZeneca ZEE T Bt HAREH SHi
3.2.P.8.3 AstraZeneca ZEST I o HREH =i
3.2.P.8.3  |AstraZeneca ZE T — 5 Bt HRER B
32.P.83 |AstraZeneca ZEET /I Bt HREH B
3.2.P.8.3  |AstraZeneca ZE T — I Bt HRER B
3.2.A XD
3.2A1 HERRRUVRR

EELAW
3.2.A2 SERMBEMYME DR EMT

EELAD
3.2.A.3 FHm#l

EELAW
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.12 REFEH—%E AstraZeneca
—f&%: 7=270)L< T GEIZFHEH®Z)
=R T
SID No = B EHGE | WEE | Emm-zom (S WSS
AHES (EpsEst) D3
32.R HWDEKREH
EELD
3.3 &k
EELD
FAE(ED21—)L4) ERRRHARBRESE
EELAY
E5ER (EP2—IL5) BRIREABRIREE
5.2 EERRAR—ER
5.2 — EERKRHABR B - - - -
5.3 BRI ES
5.3.1 £YRFFHBRMES
5311 NAFTARAFE)T1(BA)RBRRESE
EETAD
5.3.1.2 HEBAHRBRRUEYZEHEFE (BE)ARKRESE
EETAD
5.3.1.3 In Vitro-In VivoD BEEF R ET LI EBRIKESE
EETAD
53.1.4 AYFHRVECEHIITERERESE
5.3.1.4.1 [ ] Validation of an Electrochemiluminescent (ECL) 205201 B tRER S
Method for the Quantitation of Anifrolumab (MEDI-546)
in Human Serum - Addendum 3
53.1.4.2 [ ] Report RQGJ2: Validation of an MSD-ECL Method for |20 B-20M00 |:&% HtHREHR &%
the Detection of Anti-MEDI-546 Antibodies in Human
Serum - ACE Assay
53.1.4.3 [ REWM2 Validation of an Electrochemiluminescent 20 8201 B HtHREHR &%
(ECL) Method for the Detection, Confirmation, and
Titration of Anti-drug Antibodies to Anifrolumab (MEDI-
546) in Human Serum Addendum 1
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1.12 RfFEH—%E
—f5% . 7=20)L< T GEIzFHRZ)

AstraZeneca

=R T
CIDNo = L gl | ®mAE | EEs-zom |TWEE
AHES (ER/AEs) P!
53.1.4.4 [ ] REWM2-Validation-Report-Addendum-1-Amendment-1 |20l B-20l. 0 |i&5t tRER S>E
5.3.1.4.5 [ ] REWM2 Validation of an Electrochemiluminescent 20 1201 |®B5t HRER sE
(ECL) Method for the Detection, Confirmation, and
Titration of Anti-drug Antibodies to Anifrolumab (MEDI-
546) in Human Serum Addendum 2
53.1.4.6 [ REWN2 An Electrochemiluminescent Method for the  |200.B-20M00 |i&5 HREH 5%
Detection and Titration of Neutralizing Anti-Drug
Antibodies to MEDI-546 in Human Serum -Patients
with Systemic Lupus Erythematosus
5.3.1.4.7 [ ] REWNS3 ICDIM 236 Version 1.01 Method Validation 205201 | B9t HREH SE
Report Addendum |
53.1.4.8 [ ] DHF-11-1023 Concordance study between the IFIGx |20l B-20l0 0 |:&5 HRER &%
System and the clinical trial assay CCTAI Concordance
_ Study Report_
5.3.2 EFERENZEAWV-EYBEEEDHKREKEE
5321 MEEEHSRBRBEE
EELAY
5.3.2.2 FRBIRUVEYHEERRRBRES
EELAY
5.3.2.3 thDErEREMZERV-HRKREE
EELAY
5.3.3 ERIRZEW BN A8 (PK) BRI EE
5.3.3.1 BEHEBREICHTIPKRUMEZ R ERBRREE
5.3.3.1.1 AstraZeneca D3465C00002 Study Reports 2022.3-2023.4 |4 HRER B2
5.3.3.2 BEICEITAPKRUHABBMHARBES
EEAY
5.3.3.3 NEMERZRAL-PKHBRHEE
EELAY
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1.12 RfFEH—%E
—f5% . 7=20)L< T GEIzFHRZ)

AstraZeneca

Eg 3T R
it 5 e MY | WAE | pEE-zom (WSS
AHES (EREN) DR

5.3.3.4 RN ERZRETL-PKERBRHREE
ZEL
5.3.3.5 REaAL— 3 U PKEERIREE
5.3.3.5.1 AstraZeneca Population PK Report (MS-201l-1) 20 B-20M- 1 &5 HREH e
5.3.4 BgIRE S1F (PD) BRI ES
5.3.4.1 REWERE CHTHPDRER R UPK/PDIAERIR S =2
EELD
5.3.4.2 BEICH1THPDREBR KR UPK/PDIREBRHREE
5.3.4.2.1 AstraZeneca D3461C00008 Study Reports 2017.2-2018.12 |4t HREH i
535 AMMERUVRLMRABRRES
5.3.5.1 HFEY HEMAEICRE T AL B BB EE
5.3.5.1.1 AstraZeneca D3465C00001 Study Reports 2021.6- mA HRER B2
Ongoing
5.3.5.2 EXEEHBREREE
BB
5.3.5.3 EHOHBREEZHE THETL-BRES
5.3.5.3.1 AstraZeneca TULIP SCERERD RE D% E R HL 20 B-20m1 |EW HNEH ]
5.3.5.3.2 AstraZeneca Integrated Summary of Efficacy - - HREH -
5.3.5.3.3 AstraZeneca Integrated Summary of Safety - - HRER -
5.3.5.4 TOMDRBRIRES
EELY
5.3.6 hREDOFEAEERICEHYHIMES
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