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SARCLISA

CONCENTRATE FOR SOLUTION FOR INFUSION
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- in combination with pomalidomide and dexamethasone, for the treatment of adult
patients with multiple myeloma (MM) who have received at least two prior therapies
including lenalidomide and a proteasome inhibitor (PI).

- in combination with carfilzomib and dexamethasone, for the treatment of adult patients with
multiple myeloma who have received at least one prior therapy.
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4.1 Therapeutic indications

SARCLISA is indicated:

-in combination with pomalidomide and dexamethasone, for the treatment of adult
patients with multiple myeloma who have received at least two prior therapies
including lenalidomide and a proteasome inhibitor.

-in combination with carfilzomib and dexamethasone, for the treatment of adult
patients with multiple myeloma who have received at least one prior therapy (see
section 5.1).

4.2 Posology and method of administration

HHHHHHHHHHH
Premedication

Premedication should be used prior to SARCLISA infusion with the following
medicinal products toreduce the risk and severity of infusion reactions:

e Dexamethasone 40 mg oral or intravenous (or 20 mg oral or intravenous for
patients 275 yearsof age) when administered in combination with isatuximab
and pomalidomide,
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Dexamethasone 20 mg (intravenous on the days of isatuximab and/or carfilzomib
infusions, and oral on the other days): when administered in combination with
isatuximab and carfilzomib.

e Acetaminophen 650 mg to 1000 mg oral (or equivalent).

e Diphenhydramine 25 mg to 50 mg intravenous or oral (or equivalent [e.g.,
cetirizine, promethazine, dexchlorpheniramine]). The intravenous route is
preferred for at least the first 4infusions.

The above recommended dose of dexamethasone (oral or intravenous) corresponds
to the total dose tobe administered only once before the infusion, as part of the
premedication and the backbone treatment, before isatuximab and pomalidomide
and before isatuximab and carfilzomib administration.

AR

Prevention of infection

Antibacterial and antiviral prophylaxis (such as herpes zoster prophylaxis) can be
considered during treatment (see section 4.4).

Posology

The recommended dose of SARCLISA is 10 mg/kg body weight administered as
an intravenous infusion in combination with pomalidomide and dexamethasone
(Isa-Pd) , or in combination with carfilzomib and dexamethasone (Isa-Kd),
according to the schedule in Table 1:

Table 1: SARCLISA dosing schedule in combination with pomalidomide and
dexamethasone or in combination with carfilzomib and dexamethasone

Cycles Dosing schedule
Cycle 1 Days 1, 8, 15 and 22 (weekly)
Cycle 2 and beyond Days 1, 15 (every 2 weeks)

Each treatment cycle consists of a 28-day period. Treatment is repeated until
disease progression orunacceptable toxicity.

HHHHHHHHH

Infusion rates
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Following dilution, the SARCLISA infusion should be administered intravenously
at the infusion ratepresented in Table 2 below (see section 5.1). Incremental
escalation of the infusion rate should beconsidered only in the absence of infusion

reactions (see section 4.8).

Table 2: Infusion rates of SARCLISA administration

Dilution Initial rate Absence of Rate increment Maximum
volume infusion rate
reaction
First infusion | 250 mL 25 mL/ hour | For 60 minutes | 25 mL/hour every | 150 mL/hour
30 minutes
Second 50 mL/ hour 50 mL/ hour for 200 mL/ hour
infusion 30 minutes then
250 mL For 30 minutes | increase by 100mL/
hour
Subsequent 250 mL 200 mL/ hour L L 200 mL/ hour
infusions

Administration adjustments should be made if patients experience infusion reactions
(see section 4.4)

e |n patients necessitating an intervention (Grade 2, moderate infusion reactions),
a temporary interruption inthe infusion should be considered and additional
symptomatic medicinal products can be administered. After symptom
improvement to grade <1 (mild), SARCLISA infusion may be resumed athalf of the
initial infusion rate under close monitoring and supportive care, as needed. If
symptoms do not recur after 30 minutes, the infusion rate may be increased to
the initial rate, and then increased incrementally, as shown in Table 2.
If symptoms do not resolve rapidly or do not improve to Grade <1 after interruption of
require SARCLISA infusion, persist or worsen despite appropriate medicinal products, or
hospitalization or are life-threatening , treatment with SARCLISA should be permanently
discontinued and additional supportive

4.4 Special warnings and precautions for use
R R R R R R R R i R R

Infusion reactions
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Infusion reactions, mostly mild or moderate, have been observed in 38.2% of
patients treated with SARCLISA in ICARIA-MM, and in 45.8% of patients treated
with Isa-Kd in IKEMA (see section 4.8). In ICARIA-MM, all infusion reactions
started during the first SARCLISA infusion and resolved on the same day in 98%
of the infusions. The most common symptoms of an infusion reaction included
dyspnoea, cough, chills and nausea. The most common severe signs and symptoms
included hypertension, dyspnoea, and bronchospasm. In IKEMA, the infusion
reactions occurred on the infusion day in 99.2% of episodes. In patients treated
with Isa-Kd, 94.4% of those experiencing an IR experienced it during the first
cycle of treatment . All infusion reactions resolved . The most common symptoms
of an infusion reaction included cough, dyspnoea, nasal congestion, vomiting and
nausea., The most common severe signs and symptomsincluded hypertension and
dyspnoea (see section 4.8). However, serious infusion reactions including severe
anaphylactic reactions have also been observed after SARCLISA administration.

To decrease the risk and severity of infusion reactions, patients should be pre-
medicated prior to SARCLISA infusion with acetaminophen, diphenhydramine or
equivalent; dexamethasone is to be used as both premedication and anti-myeloma
treatment (see section 4.2). Vital signs should be frequently monitored during the
entire SARCLISA infusion. When required, interrupt SARCLISA infusion and
provide appropriate medical and supportive measures (seesection 4.2). In case
symptoms do not improve to grade <I after interruption of SARCLISA infusion,
persist or worsen despite appropriate medicinal products,

, require hospitalization or are life- threatening, permanently discontinue
SARCLISA and institute appropriate management.

Neutropenia

In patients treated with Isa-Pd, neutropenia occurred as a laboratory abnormality in
96.1% of patients and as an adverse reaction (1) in 46.7% of patients, with Grade 3-4
neutropenia reported as a laboratory abnormality in 84.9% of patients and as an
adverse reaction in 45.4% of patients. Neutropenic complications have been observed
in 30.3% of patients, including 11.8% of febrile neutropenia and 25.0% of neutropenic
infections. In patients treated with Isa-Kd, neutropenia occurred as a laboratory
abnormality in 54.8% of patients and as an adverse reaction (1) in 4.5% of patients,
with Grade 3-4 neutropenia reported as a laboratory abnormality in 19.2% of patients
(with 17.5% Grade 3 and 1.7% Grade 4) and as an adverse reaction in 4.0% of patients.
Neutropenic complications have been observed in 2.8% of patients, including 1.1% of
febrile neutropenia and 1.7% of neutropenic infections (see section 4.8). Complete
blood cell counts should be monitored periodically during treatment. Patients with
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neutropenia should be monitored for signs of infection. No dose reductions of
SARCLISA are recommended. SARCLISA dose delays and the use of colony-
stimulating factors (e.g. G-CSF) should be considered to mitigate the risk of
neutropenia (see section 4.2).

(1)Haematology laboratory values were recorded as adverse reactions only if they led
to treatment discontinuation and/or dose modification and/or fulfilled a serious
criterion.

Infection

A higher incidence of infections including grade > 3 infections, mainly pneumonia,
upper respiratorytract infection and bronchitis, occurred with SARCLISA (see
section 4.8). Patients receiving SARCLISA should be closely monitored for signs
of infection and appropriate standard therapy instituted.

Antibacterial and antiviral prophylaxis (such as herpes zoster prophylaxis) can be
considered during treatment (see sections 4.2 and 4.8).

Second primary malignancies

In ICARIA-MM, second primary malignancies (SPMs) were reported at a median
follow-up time of 52.44 months in 10 patients (6.6%) treated with Isa-Pd and in 3
patients (2%) treated with Pd. SPM were skin cancer in 6 patients treated with Isa-
Pd and in 3 patients treated with Pd, solid tumours other than skin cancer in 3
patients treated with Isa-Pd (one patient also had a skin cancer), and haematological
malignancy (myelodysplastic syndrome) in 1 patient treated with Isa-Pd (see section
4.8). Patients continued treatment after resection of the new malignancy, except two
patients treated with Isa-Pd. One patient developed metastatic melanoma and the
other developed myelodysplastic syndrome. The overall benefit of Isa-Pd remains
favourable (see section 5.1). In ongoing IKEMA study, at a median follow-up time
of 20.73 months, SPMs were reported in 13 patients (7.3%) treated with Isa-Kd and
in 6 patients (4.9%) treated with Kd. SPMs were skin cancers in 9 patients (5.1%)
treated with Isa-Kd and in 3 patients (2.5%) treated with Kd, and were solid tumours
other than skin cancer in 5 patients (2.8%) treated with Isa-Kd and in 4 patients
(3.3%) treated with Kd. One patient (0.6%) in the Isa-Kd group and one patient
(0.8%) in the Kd group had both skin cancer and solid tumours other than skin
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cancer (see section 4.8). Patients with skin cancer continued treatment after resection
of the skin cancer. Solid tumours other than skin cancer were diagnosed within 3
months after treatment initiation in 3 patients (1.7%) treated with Isa-Kd and in 2
patients (1.6%) treated with Kd. The overall incidence of SPMs in all the
SARCLISA-exposed patients is 4.1%. Physicians should carefully evaluate patients
before and during treatment as per IMWG guidelines for occurrence of SPM and
initiate treatment as indicated.

Tumour lysis syndrome

Cases of tumour lysis syndrome (TLS) have been reported in patients who received
isatuximab. Patients should be monitored closely and appropriate precautions taken.

R

Interference with determination of complete response

Isatuximab is an IgG kappa monoclonal antibody that could be detected on both
serum protein electrophoresis (SPE) and immunofixation (IFE) assays used for the
clinical monitoring of endogenous M-protein (see section 4.5). This interference
can impact the accuracy of the determination of complete response in some patients
with IgG kappa myeloma protein. Twenty-two patients in the Isa-Pd arm who met
Very Good Partial Response (VGPR) criteria with only residual immunofixation-
positivity were tested for interference. Serum samples from these patients were
tested by mass spectrometry to separate isatuximab signal from the myeloma M-
proteinsignal. In the Isa-Kd arm, out of the 27 patients identified with potential
interference and tested by mass spectrometry at the sensitivity level of the
immunofixation test (25 mg/dL), 15 non-Complete Response (non-CR) patients as
per Independent Response Committee (IRC) showed no detectable residual
myeloma M-protein. Among these 15 patients, 11 patients had plasma cell <5% in
bone marrow. This indicates that 11 additional patients out of the 179 Isa-Kd
patients (6.1%) could have CR as best response leading to a potential CR rate of
45.8% (see section 4.5).

HH B B B B R B

4.5 Interaction with other medicinal products and other forms of interaction

Isatuximab has no impact on the pharmacokinetics of
pomalidomide or carfilzomib, or vice versa.
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Interference with Serum Protein Electrophoresis and Immunofixation Tests

Isatuximab may be detected on serum protein electrophoresis (SPE) and
immunofixation (IFE) assaysused for monitoring disease monoclonal
immunoglobulins (M-protein) , and could interfere with accurate response
classification based on International Myeloma Working Group (IMWG) criteria
(see section 4.4). In patients with persistent very good partial response, where
isatuximab interference is suspected, consider using a validated isatuximab-specific
IFE assay to distinguish isatuximab from any remaining endogenous M protein in
the patient’s serum, to facilitate determination of a complete response.

4.8 Undesirable effects

Summary of the safety profile

In ICARIA-MM, the most frequent adverse reactions (>20%) are neutropenia (46.7%),
infusion reactions (38.2%), pneumonia (30.9%), upper respiratory tract infection
(28.3%), diarrhoea (25.7%) 8 and bronchitis (23.7%). Serious adverse reactions
occurred in 61.8% of patients receiving Isa-Pd. The most frequent serious adverse
reactions are pneumonia (25.7%) and febrile neutropenia (6.6%). Permanent
discontinuation of treatment because of adverse reactions was reported in 7.2% of
patients treated with Isa-Pd. Adverse reactions with a fatal outcome during treatment
were reported in 7.9% of patients treated with Isa-Pd (those occurring in more than 1%
of patients were pneumonia occurring in 1.3% of patients and other infections
occurring in 2.0% of patients).

In IKEMA, the most frequent adverse reactions (>20%) are infusion reactions (45.8%),
hypertension (36.7%), diarrhoea (36.2%), upper respiratory tract infection (36.2%),
pneumonia (28.8%), fatigue (28.2%), dyspnoea (27.7%), insomnia (23.7%), bronchitis
(22.6%), and back pain (22.0%). Serious adverse reactions occurred in 59.3% of
patients receiving Isa-Kd. The most frequent serious adverse reaction is pneumonia
(21.5%). Permanent discontinuation of treatment because of adverse reactions was
reported in 8.5% of patients treated with Isa-Kd. Adverse reactions with a fatal
outcome during treatment were reported in 3.4% of patients treated with Isa-Kd (those
occurring in more than 1% of patients were pneumonia and cardiac failure both
occurring in 1.1% of patients).
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5.1 Pharmacodynamic properties
5.2 Pharmacokinetic properties
6.6 Special precautions for disposal and other handling
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