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Benlysta is indicated as add-on therapy in adult
patients with active, autoantibody-positive systemic
lupus erythematosus (SLE) with a high degree of
disease activity (e.g., positive anti-dsDNA and low
complement) despite standard therapy (see section
5.1).

Benlysta is indicated as add-on therapy in adult
patients with active, autoantibody-positive systemic
lupus erythematosus (SLE) with a high degree of
disease activity (e.g., positive anti-dsDNA and low
complement) despite standard therapy (see section
5.1).

Benlysta is indicated in combination with
background immunosuppressive therapies for the
treatment of adult patients with active lupus
nephritis (see sections 4.2 and 5.1).

Limitations of Use: The efficacy of Benlysta has not
been evaluated in patients with severe active
central nervous system lupus. Benlysta has not
been studied in combination with other biologics.
Use of Benlysta is not recommended in these
situations.

:NONY |I'71!1 1YYV D"Ninn DRDTY
4.1 Therapeutic indications
Benlysta is indicated as add-on therapy in adult patients with active, autoantibody-positive systemic lupus
erythematosus (SLE) with a high degree of disease activity (e.g., positive anti-dsDNA and low complement) despite
standard therapy (see section 5.1).

Benlysta is indicated in combination with background immunosuppressive therapies for the treatment of adult patients
with active lupus nephritis (see sections 4.2 and 5.1).

Limitations of Use: The efficacy of Benlysta has not been evaluated in patients with severe active central nervous
system lupus. Benlysta has not been studied in combination with other biologics. Use of Benlysta is not recommended
in these situations.

4.2 Posology and method of administration

SLE
The recommended dose is 200 mg once weekly, administered subcutaneously. Dosing is not based on weight (see
section 5.2).

Page 1 of 7



The patient’s condition should be evaluated continuously. Discontinuation of treatment with Benlysta should be
considered if there is no improvement in disease control after 6 months of treatment.

Lupus nephritis

In patients initiating therapy with Benlysta for active lupus nephritis, the recommended dosage regimen is a 400 mg
dose (two 200 mgq injections) once weekly for 4 doses, then 200 mg once weekly thereafter. In patients continuing
therapy with Benlysta for active lupus nephritis, the recommended dosage is 200 mg once weekly. Benlysta should be
used in combination with corticosteroids and mycophenolate or cyclophosphamide for induction, or mycophenolate or
azathioprine for maintenance. The patient’s condition should be evaluated continuously.

Missed doses
If a dose is missed, it should be administered as soon as possible. Thereafter, patients can resume dosing on their
usual day of administration, or start a new weekly schedule from the day that the missed dose was administered. s

nebnoscocop st adminicios b dosne on fhn coman don s

Changing the weekly dosing day

If patients wish to change their weekly dosing day, a new dose can be given on the newly preferred day of the week.
Thereafter the patient should continue with the new weekly schedule from that day, even if the dosing interval may be
temporarily less than a week.

Transition from intravenous to subcutaneous administration

SLE

If a patient_with SLE is being transitioned from Benlysta intravenous administration to subcutaneous administration,
the first subcutaneous injection should be administered 1 to 4 weeks after the last intravenous dose (see section 5.2).

Lupus nephritis

If a patient with lupus nephritis is being transitioned from Benlysta intravenous administration to subcutaneous
administration, the first dose of 200 mg subcutaneous injection should be administered 1 to 2 weeks after the last
intravenous dose. This transition should occur any time after the patient completes the first 2 intravenous doses (see

section 5.2).
(-..)

Method of administration

The pre-filled pen or pre-filled syringe should be used for subcutaneous injection only. The recommended injection
sites are the abdomen or thigh. When injecting in the same region, patients should be advised to use a different injection
site for each weekinjection; injections should never be given into areas where the skin is tender, bruised, red, or hard.
When a 400 mg dose is administered at the same site, it is recommended that the 2 individual 200 mg injections are
administered at least 5 cm (approximately 2 inches) apart.

(.)

4.4 Special warnings and precautions for use

¢.)

Benlysta has not been studied in the following adult and paediatric patient groups, and is not recommended in:
e severe active central nervous system lupus (see section 5.1)

HIV

a history of, or current, hepatitis B or C

hypogammaglobulinaemia (IgG <400 mg/dl) or IgA deficiency (IgA <10 mg/dl)

a history of major organ transplant or hematopoietic stem cell /marrow transplant or renal transplant.

Concomitant use with B cell targeted therapy-ercyclophosphamide

Benlysta has not been studied in combination with other B cell targeted therapy-er-intravenous-cyclophosphamide.
Caution should be exercised if Benlysta is co-administered with other B cell targeted therapy-er-cyclophosphamide.

.)

4.8 Undesirable effects

¢.)

Summary of the safety profile in adults

The safety of belimumab in patients with SLE has been evaluated in 3 pre--registration; placebo--controlled intravenous
studies, 1 placebo--controlled subcutaneous study, and one post--marketing; placebo-controlled intravenous study-;
the safety in patients with active lupus nephritis has been evaluated in one placebo-controlled intravenous study.
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The data presented in the table below reflect exposure to—Benlysta—in 674 patients with SLE administered
40-mgtkgBenlysta intravenously (10 mg/kg over a 1-hour period on Days 0, 14, 28, and then every 28 days for up to
52 weeks)}in-874-patients-with-SLE -including 472 exposed-foratleast 52-weeks;), and 556 patients with SLE exposed
to 200-mg-Benlysta subcutaneously (200 mg once weekly for-up to 52 weeks:). The safety data presented include data
beyond Week 52 in some patients-_ with SLE. The data reflect additional exposure in 224 patients with active lupus
nephritis who received Benlysta intravenously (10 ma/kg for up to 104 weeks). Data from post-marketing reports are
also included.

(...)

The most frequently reported adverse reactions (>5% of patients with active lupus nephritis treated with Benlysta plus
standard of care) were upper respiratory tract infection, urinary tract infection, and herpes zoster. The proportion of
patients who discontinued treatment due to adverse reactions was 12.9% for Benlysta-treated patients and 12.9% for
placebo-treated patients.

.

Description of selected adverse reactions

(...)

Infections:

In the lupus nephritis study, patients were receiving a background of standard therapy (see section 5.1) and the overall
incidence of infections was 82% in patients receiving Benlysta compared with 76% in patients receiving placebo.
Serious infections occurred in 13.8% of patients receiving Benlysta and in 17.0% of patients receiving placebo. Fatal
infections occurred in 0.9% (2/224) of patients receiving Benlysta and in 0.9% (2/224) of patients receiving placebo.

.

5.1 Pharmacodynamic properties

(-..)

Pharmacodynamic effects

(...)

In patients with active lupus nephritis, following treatment with Benlysta (10 mg/kg intravenously) or placebo, there was
an increase in serum IgG levels which was associated with decreased proteinuria. Relative to placebo, smaller
increases in serum 1gG levels were observed in the Benlysta group as expected with the known mechanism of
belimumab. At Week 104, the median percent increase from baseline in IgG was 17% for Benlysta and 37% for placebo.
Reductions in autoantibodies, increases in complement, and reductions in circulating total B cells and B-cell subsets
observed were consistent with the SLE studies.

(...)

Immunogenicity

(...)

In the lupus nephritis study where 224 patients received Benlysta 10 mg/kg intravenously, no anti-belimumab
antibodies were detected.

(-..)

Clinical efficacy and safety

(...)

Lupus nephritis

Subcutaneous injection
The efficacy and safety of Benlysta 200 mg administered subcutaneously to patients with active lupus nephritis is based
on data from administration of Benlysta 10 mg/kg intravenously and pharmacokinetic modelling and simulation (see

section 5.2).

In the subcutaneous SLE study, described above, patients who had severe active lupus nephritis were excluded;
however, 12% of patients had renal organ domain involvement at baseline (based on SELENA SLEDAI assessment).
The following study in active lupus nephritis has been conducted.

Intravenous infusion
The efficacy and safety of Benlysta 10 mg/kg administered intravenously over a 1-hour period on Days 0, 14, 28, and
then every 28 days, were evaluated in a 104-week randomised (1:1), double-blind, placebo-controlled, Phase Il study
(BEL114054) in 448 patients with active lupus nephritis. The patients had a clinical diagnosis of SLE according to ACR
classification criteria, biopsy proven lupus nephritis Class Ill, IV, and/or V and had active renal disease at screening
requiring standard therapy. Standard therapy included corticosteroids, 0 to 3 intravenous administrations of
methylprednisolone (500 t01000 mg per administration), followed by oral prednisone 0.5 to1 mg/kg/day with a total
daily dose <60 mg/day and tapered to <10 mg/day by Week 24, with:

o _mycophenolate mofetil 1 to 3 g/day orally or mycophenolate sodium 720 to 2160 mg/day orally for induction and

maintenance, or
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e cyclophosphamide 500 mg intravenously every 2 weeks for 6 infusions for induction followed by azathioprine
orally at a target dose of 2 mg/kg/day for maintenance.

This study was conducted in Asia, North America, South America, and Europe. Patient median age was 31 years
(range: 18 to 77 years); the majority (88%) were female.

The primary efficacy endpoint was Primary Efficacy Renal Response (PERR) at Week 104 defined as a response at
Week 100 confirmed by a repeat measurement at Week 104 of the following parameters: urinary protein:creatinine
ratio (UPCR) <700 mg/g (79.5 mg/mmol) and estimated glomerular filtration rate (eGFR) =60 mL/min/1.73m?2 or no
decrease in eGFR of >20% from pre-flare value.

The major secondary endpoints included:

e Complete Renal Response (CRR) defined as a response at Week 100 confirmed by a repeat measurement at
Week 104 of the following parameters: uPCR <500 mg/g (56.8 mg/mmol) and eGFR 290 mL/min/1.73m?2 or no
decrease in eGFR of >10% from pre-flare value.

e PERR at Week 52.

e Time to renal-related event or death (renal-related event defined as first event of end-stage renal disease, doubling
of serum creatinine, renal worsening [defined as increased proteinuria, and/or impaired renal function], or receipt
of renal disease-related prohibited therapy).

For PERR and CRR endpoints, steroid treatment had to be reduced to <10 mg/day from Week 24 to be considered a
responder. For these endpoints, patients who discontinued treatment early, received prohibited medication, or withdrew
from the study early were considered non-responders.

The proportion of patients achieving PERR at Week 104 was significantly higher in patients receiving Benlysta
compared with placebo. The major secondary endpoints also showed significant improvement with Benlysta compared
with placebo (Table 3).

Table 3: Efficacy results in adult patients with lupus nephritis

Benlysta Observed Odds/Hazard

Placebo 10 mg/kg difference ratio vs. placebo
Efficacy Endpoint N=223 N=223 vs. placebo | (95% CI) P-value
PERR at Week 1041 OR 1.55
Responders 32.3% 43.0% 10.8% (1.04, 2.32) 0.0311
Components of PERR
Urine protein: creatinine OR 1.54
ratio <700 mg/g | 33.6% 44.4% 10.8% (1.04, 2.29) 0.0320
(79.5 mg/mmol)
eGFR=260 mL/min/1.73m2
or no decrease in eGFR
from pre-flare value of >20% OR 1.32

50.2% 57.4% 7.2% (0.90, 1.94) 0.1599
Not treatment failure® OR 1.65

74.4% 83.0% 8.5% (1.03, 2.63) 0.0364
CRR at Week 1041 OR1.74
Responders 19.7% 30.0% 10.3% (1.11,2.74) 0.0167
Components of CRR
Urine _protein: creatinine OR 1.58
ratio <500 mg/g | 28.7% 39.5% 10.8% (1.05, 2.38) 0.0268
(56.8 mg/mmol)
eGFR2=90 mL/min/1.73mZ2 or
no decrease in eGFR from OR 1.33
pre-flare value of >10% 39.9% 46.6% 6.7% (0.90, 1.96) 0.1539
Not treatment failure® OR 1.65

74.4% 83.0% 8.5% (1.03, 2.63) 0.0364
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Benlysta Observed Odds/Hazard

Placebo 10 mg/kg difference ratio vs. placebo
Efficacy Endpoint N=223 N=223 vs. placebo | (95% CI) P-value
PERR at Week 521 OR 1.59
Responders 35.4% 46.6% 11.2% (1.06, 2.38) 0.0245
Time to Renal-Related
Event or Death’
Percentage of patients with
event? 28.3% 15.7% -
Time to event [Hazard ratio HR 0.51
(95% CI)I - (0.34, 0.77) 0.0014
'PERR at Week 104 was the primary efficacy analysis; CRR at Week 104, PERR at Week 52 and time to renal-
related event or death were included in the pre-specified testing hierarchy.
2When excluding deaths from the analysis (1 for Benlysta; 2 for placebo), the percentage of patients with a renal-
related event was 15.2% for Benlysta compared with 27.4% for placebo (HR = 0.51; 95% CI: 0.34, 0.78).
3Treatment failure: Patients who took protocol-prohibited medication.

A numerically greater percentage of patients receiving Benlysta achieved PERR beginning at Week 24 compared with
placebo, and this treatment difference was maintained through to Week 104. Beginning at Week 12, a numerically
greater percentage of patients receiving Benlysta achieved CRR compared with placebo and the numerical difference
was maintained through to Week 104 (Figure 2).

Figure 2. Response Rates in Adults with Lupus Nephritis by Visit

(see in the leaflet)

Figure 3. Odds Ratio of PERR and CRR at Week 104 across Subgroups
(see in the leaflet)

5.2 Pharmacokinetic properties

Lupus nephritis study

A population pharmacokinetic analysis was conducted in 224 adult patients with lupus nephritis who received Benlysta
10 mag/kg intravenously (Days 0, 14, 28, and then every 28 days up to 104 weeks). In patients with lupus nephritis, due
to renal disease activity, belimumab clearance was initially higher than observed in SLE studies; however, after 24
weeks of treatment and throughout the remainder of the study, belimumab clearance and exposure were similar to that
observed in adult patients with SLE who received Benlysta 10 mg/kg intravenously.

Based on population pharmacokinetic modelling and simulation, the steady-state average concentrations of
subcutaneous administration of belimumab 200 mg once weekly in adults with lupus nephritis are predicted to be similar
to those observed in adults with lupus nephritis receiving belimumab 10 mg/kg intravenously every 4 weeks.

(...)

Transitioning from intravenous to subcutaneous administration

(-..)

Lupus nephritis

One to 2 weeks after completing the first 2 intravenous doses, patients with lupus nephritis transitioning from 10 mg/kg

intravenously to 200 mg subcutaneously weekly, are predicted to have average belimumab serum concentrations
similar to patients dosed with 10 mg/kg intravenously every 4 weeks based on population PK simulations (see section
4.2).
(-..)

6.4 Special precautions for storage

Store in a refrigerator (2°C to 8°C) Until 30 minutes before use.

Do not freeze.

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

Do-notuse-if leftout-at room-temperature-more-than-12-hours-

A single Benlysta pre-filled syringe or pre-filled pen can be stored at temperatures up to a maximum of 25°C for a
period of up to 12 hours. The syringe or pen must be protected from light, and discarded if not used within the 12 hour
period.

Do not Shake.

¢.)
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