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. in combination with lenalidomide and dexamethasone or with bortezomib, melphalan and
prednisone for the treatment of adult patients with newly diagnosed multiple myeloma who are
ineligible for autologous stem cell transplant.

. in combination with bortezomib, thalidomide and dexamethasone for the treatment of adult
patients with newly diagnosed multiple myeloma who are eligible for autologous stem cell
transplant.

. in combination with lenalidomide and dexamethasone, or bortezomib and dexamethasone, for
the treatment of adult patients with multiple myeloma who have received at least one prior
therapy.

. as monotherapy for the treatment of adult patients with relapsed and refractory multiple
myeloma, whose prior therapy included a proteasome inhibitor and an immunomodulatory
agent and who have demonstrated disease progression on the last therapy.
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4.8 Undesirable effets

Summary of the safety profile

The most frequent adverse reactions of any grade (> 20% patients) were IRRs, fatigue, nausea,
diarrhoea, constipation, pyrexia, dyspnoea, cough, neutropenia, thrombocytopenia, anaemia, oedema
peripheral, asthenia, peripheral sensery-neuropathy and-upper respiratory tract infection,
musculoskeletal pain and COVID-19. Serious adverse reactions were sepsis, pneumonia, bronchitis,
upper respiratory tract infection, pulmonary oedema, influenza, pyrexia, dehydration, diarrhoea and
atrial fibrillation.

Tabulated list of adverse reactions

Table 6 summarises the adverse reactions that occurred in patients receiving DARZALEX. The data
reflects exposure to DARZALEX (16 mg/kg) in 2066 patients with multiple myeloma including

1910 patients who received DARZALEX in combination with background regimens and 156 patients
who received DARZALEX as monotherapy. Post-marketing adverse reactions are also included.

In study MMY3006, the number of CD34+ cell yield was numerically lower in the D-VTd arm compared
with the VTd arm (Median: D-VTd: 6.3 x 10°/kg; VTd 8.9 x 10°/kg) and among those who completed
mobilisation, more patients in the D-VTd group received plerixafor compared to those in the VTd arm
(D-VTd: 21.7%; VTd: 7.9%). The rates of engraftment and haematopoietic reconstitution was similar
among the transplanted subjects in the D-VTd and VTd arms (D-VTd: 99.8%; VTd: 99.6%; as measured
by the recovery of neutrophils > 0.5 x 10°/L, leukocytes > 1.0 x 10°/L, and platelets > 50 x 10°/L without
transfusion).

Frequencies are defined as very common (= 1/10), common (= 1/100 to < 1/10), uncommon (= 1/1000
to < 1/100), rare (> 1/10000 to < 1/1000) and very rare (< 1/10000). Within each frequency grouping,
adverse reactions are presented in the order of decreasing seriousness.

Adverse reactions in multiple myeloma patients treated with DARZALEX 16 mg/kg Table 6:
System organ class Adverse reaction Frequency Incidence (%)
Any grade Grade 3-4

Infections and infestations Upper respiratory tract Very common
infection? 4146 34
COVID-19%¢ 26 7
Pneumoniaa 19 11
Bronchitis® 17 2
e 1E 10
Urinary tract infection Common 8 1
Lafheensa 5 e
Sepsis? 4 4
Cytomegalovirus infection?® 1 <1*
covib-19¢ 7 4
Hepatitis B Virus Uncommon - -
reactivation®

Blood and lymphatic system Neutropenia® Very common 44 39

disorders Thrombocytopenia? 31 19
Anaemia? 27 12
Lymphopenia?® 14 11
Leukopenia?® 12 6

Immune system disorders Hypogammaglobulinemia® Common 3 <1*
Anaphylactic reaction® Rare - -
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Metabolism and nutrition Decreased appetite Very common 12 1
disorders Hypokalaemiaa 10 3
Hyperglycaemia Common 7 3
Hypocalcaemia 6 1
Dehydration 3 1*
Psychiatric disorders Insomnia Very common 16 1l
Nervous system disorders Peripheral sepsery- Very common 3235 34
neuropathy?
Headache 12 <1*
Paraesthesia 11 <1
Dizziness 10 <1*
Syncope Common 2 2%
Cardiac disorders Atrial fibrillation Common 4 1
Vascular disorders Hypertension® Very common 10 5
Respiratory, thoracic and Cough?® Very common 25 <1*
mediastinal disorders Dyspnoea® 21 3
Pulmonary oedema® Common 1 <1
Gastrointestinal disorders Constipation Very common 33 1
Diarrhoea 32 4
Nausea 26 2%
Vomiting 16 1*
Abdominal paina 14 1
Pancreatitis® Common 1 1
Skin and subcutaneous tissue | Rash Very common 13 1l
disorders Pruritus Common 7 <1*
Musculoskeletal and Baekpain Musculoskeletal Very common 1837 24
connective tissue disorders pain?
Arthralgia 14 1
Muscle spasms 14 <1*
General disorders and FatigueOedema peripheral® |Very common 2627 41
administration site conditions | Oedemaperipheral® Fatigue 26 14
Pyrexia 23 2
Asthenia 21 2
Chills Common 9 <1*
Injury, poisoning and Infusion-related reaction® Very common 40 4
procedural complications

No grade 4 *
Indicates grouping of terms 2
Post-marketing adverse reaction

b

Infusion-related reaction includes terms determined by investigators to be related to infusion, see below ¢
Incidence is based on a subset of patients who received at least one dose of study treatment on or after ¢
01 February 2020 (the start of the COVID-19 pandemic) from studies MMY3003, MMY3006, MMY3008 and
MMY3013, and all daratumumab treated patients from studies MMY3014 and MMY3019 (N=984).
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Mannitol ,sodium chloride ,sodium acetate trihydrate ,polysorbate ,20 glacial acetic acid ,and
water for injection .
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This medicinal product is for single-use only.
Prepare the solution for infusion using aseptic technique as follows:

. Calculate the dose (mg), total volume (mL) of DARZALEX-20MG/MMETA~ solution required
and the number of DARZALEX 20MG/AMIE-1V. vials needed based on patient weight.

. Check that the DARZALEX 20MG/MMEL. solution is colourless to yellow. Do not use if
opaque particles, discolouration or other foreign particles are present.

. Using aseptic technique, remove a volume of sodium chloride 9 mg/mL (0.9%) solution for

injection Sedium-Chloride-from the infusion bag/container that is equal to the required volume of
DARZALEX 20MGA-1E solution.

. Withdraw the necessary amount of DARZALEX 20MG/AE1. solution and dilute to the
appropriate volume by adding to an 1nfu51on bag/contamer contamlng sodium chloride 9 mg/mL
(0.9%) solution for injectiond- - -23. Infusion bags/containers
must be made of polyvinylchloride (PVC), polypropylene (PP), polyethylene (PE) or polyolefin
blend (PP+PE). Dilute under appropriate aseptic conditions. Discard any unused portion left in

the vial.
. Gently invert the bag/container to mix the solution. Do not shake.
. Visually inspect parenteral medicinal products for particulate matter and discolouration prior to

administration. The diluted solution may develop very small, translucent to white proteinaceous
particles, as daratumumab is a protein. Do not use if visibly opaque particles, discolouration or
foreign particles are observed.

. Since DARZALEX 20MG/ME-1. does not contain a preservative, diluted solutions should be
administered within 15 hours (including infusion time) at room temperature (15°C-25°C) and in
room light.

. If not used immediately, the diluted solution can be stored prior to administration for up to
24 hours at refrigerated conditions (2°C-8°C) and protected from light. Do not freeze.

. Administer the diluted solution by intravenous infusion using an infusion set fitted with a flow

regulator and with an in-line, sterile, non-pyrogenic, low protein-binding polyethersulfone (PES)
filter (pore size 0.22 or 0.2 micrometre). Polyurethane (PU), polybutadiene (PBD), PVC, PP or
PE administration sets must be used.

. Do not infuse DARZALEX 20MG/ME1-. concomitantly in the same intravenous line with
other agents.

° Do not store any unused portion of the infusion solution for reuse. Any unused product or waste
material should be disposed of in accordance with local requirements.

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