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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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4.4 Special warnings and precautions for use

Infusion-related reactions
DARZALEX 20MG/ML 1.V can cause serious IRRs, including anaphylactic reactions (see
section 4.8). These reactions can be life-threatening and fatal outcomes have been reported.

All patients should be monitored throughout the infusion for IRRs. For patients that experience
any grade IRRs, continue monitoring post-infusion until symptoms resolve.

In clinical studies, IRRs were reported in approximately half of all patients treated with
DARZALEX 20MG/ML L.V.

The majority of IRRs occurred at the first infusion and were grade 1-2 (see section 4.8). Four
percent of all patients had an IRR at more than one infusion. Severe reactions have occurred,
including bronchospasm, hypoxia, dyspnoea, hypertension, laryngeal oedema, and-pulmonary
oedema_and ocular adverse reactions (including choroidal effusion, acute myopia and acute
angle closure glaucoma). Symptoms predominantly included nasal congestion, cough, throat
irritation, chills, vomiting and nausea. Less common symptoms were wheezing, allergic
rhinitis, pyrexia, chest discomfort, pruritus, and-hypotension and blurred vision (see

section 4.8).

Patients should be pre-medicated with antihistamines, antipyretics and corticosteroids to

reduce the risk of IRRs prior to treatment with DARZALEX 20MG/ML 1.V. DARZALEX

20MG/ML 1.V, infusion should be interrupted for IRRs of any severity and medical |
management/supportive treatment for IRRs should be instituted as needed. For patients with

grade 1, 2, or 3 IRRs, the infusion rate should be reduced when re-starting the infusion. If an
anaphylactic reaction or life-threatening (grade 4) infusion reaction occurs, appropriate

emergency resuscitation should be initiated immediately. DARZALEX 20MG/ML L.V, therapy |
should be discontinued immediately and permanently (see sections 4.2 and 4.3).

To reduce the risk of delayed IRRs, oral corticosteroids should be administered to all patients
following DARZALEX 20MG/ML L.V infusions. Additionally the use of post-infusion
medicinal products (e.g. inhaled corticosteroids, short and long acting bronchodilators) should
be considered for patients with a history of chronic obstructive pulmonary disease to manage
respiratory complications should they occur If ocular symptoms occur, interrupt DARZALEX
20MG/ML L.V. infusion and seek immediate ophthalmologic evaluation prior to restarting
DARZALEX 20MG/ML L.V. (see section 4.2).

4.8 Undesirable effects

Description of selected adverse reactions

Infusion-related reactions (IRRs)
In clinical studies (monotherapy and combination treatments; N=2066) the incidence of any
grade IRRs was 37% with the first (16 mg/kg, week 1) infusion of DARZALEX 20MG/ML
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1.V, 2% with the week 2 infusion, and cumulatively 6% with subsequent infusions. Less than
1% of patients had a grade 3/4 IRR with the week 2 or subsequent infusions.

The median time to onset of a reaction was 1.5 hours (range: 0 to 72.8 hours). The incidence of
infusion modifications due to reactions was 36%. Median durations of 16 mg/kg infusions for
the 1* week, 2" week and subsequent infusions were approximately 7, 4 and 3 hours
respectively.

Severe IRRs included bronchospasm, dyspnoea, laryngeal oedema, pulmonary oedema, ocular
adverse reactions (including choroidal effusion, acute myopia and acute angle closure
glaucoma), hypoxia, and hypertension. Other adverse IRRs included nasal congestion, cough,
chills, throat irritation, blurred vision, vomiting and nausea (see section 4.4).
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