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Darzalex daratumumab 20mg/iml
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Darzalex as monotherapy is indicated 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.

Darzalexis indicated 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.

IMYINY DHINNN
Darzalex in combination with bortezomib, melphalan, and prednisone for the treatment of adult
patients with newly diagnosed multiple myeloma who are ineligible for autologous stem cell
transplant.
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careThe marketing of Darzalex is subject to a risk management plan (RMP) including a
"Patient safety information card". The "Patient safety information card", emphesizes important
safety information that the patient should be wwaere of before and during treatment. Please
explain to th epatient the need to review the card before starting treatment..

4.1 Therapeutic indications

DARZALEX is indicated:
° in combination with bortezomib, melphalan and prednisone for the treatment of adult
patients with newly diagnosed multiple myeloma who are ineligible for autologous stem

cell transplant.

¢ 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.

e 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
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4.2 Posology and method of administration

DARZALEX should be administered by a healthcare professional, in an environment where
resuscitation facilities are available.

Posology |

Pre- and post-infusion medications should be administered to reduce the risk of
infusion-related reactions (IRRs) with daratumumab. See below “Recommended concomitant
medications”, “Management of infusion-related reactions” and section 4.4.

Posology |

Dose

Newly diagnosed multiple myeloma

Dosing schedule in combination with bortezomib, melphalan and prednisone (6-week cycle
regimens) for patients ineligible for autologous stem cell transplant:

The recommended dose is DARZALEX 16 ma/kg body weight administered as an intravenous
infusion according to the following dosing schedule in Table 1.

Table 1: DARZALEX dosing schedule in combination with bortezomib, melphalan and prednisone
(IVMPT]; 6-week cycle dosing regimen)

Weeks Schedule

Weeks 110 6 weekly (total of 6 doses)

Weeks 7 to 542 every three weeks (total of 16 doses)

Week 55 onwards until disease progression® | every four weeks

@ First dose of the every-3-week dosing schedule is given at Week 7
b First dose of the every-4-week dosing schedule is given at Week 55

Bortezomib is given twice weekly at Weeks 1, 2, 4 and 5 for the first 6-week cycle, followed
by once weekly at Weeks 1, 2, 4 and 5 for eight more 6-week cycles. For information on the
VMP dose and dosing schedule when administered with DARZALEX, see section 5.1.

Relapsed/Refractory multiple myeloma

Standard-dDosing schedule for monotherapy and in combination with lenalidomide (4-week
cycle regimen):

The recommended dose is DARZALEX 16 mg/kg body weight administered as an intravenous
infusion according to the following dosing schedule in Table-12.: |

Table 12: Standard-DARZALEX dosing schedule for monotherapy and in combination |
with lenalidomide (4-week cycle dosing regimen)

Weeks Schedule

Weeks 1t0 8 weekly (total of 8 doses)

Weeks 9 to 242 every two weeks (total of 8 doses)
Week 25 onwards until disease progression® | every four weeks

a
b

First dose of the every-2-week dosing schedule is given at week-Week 9
First dose of the every-4-week dosing schedule is given at week-Week 25
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For dose and schedule of medicinal products administered with DARZALEX, see section 5.1
and the corresponding Summary of Product Characteristics.

Meodified-dDosing schedule in combination with bortezomib (3-week cycle regimen):
The recommended dose is DARZALEX 16 mg/kg body weight administered as an intravenous
infusion according to the following dosing schedule in Table 23.

Medified- DARZALEX dosing schedule in combination with bortezomib (3-week
cycle dosing regimen)

Weeks

Schedule

Weeks 1to 9

weekly (total of 9 doses)

Weeks 10 to 242

every three weeks (total of 5 doses)

Week 25 onwards until disease progression®

every four weeks

a
b

First dose of the every-3-week dosing schedule is given at week-Week 10
First dose of the every-4-week dosing schedule is given at week-Week 25

For dose and schedule of medicinal products administered with DARZALEX, see section 5.1
and the corresponding Summary of Product Characteristics.

Infusion rates

Following dilution the DARZALEX infusion should be intravenously administered at the
appropriate-initial infusion rate, presented in Table 3-4 below. Incremental escalation of the
infusion rate should be considered only in the absence of infusion reactions

Table 34: Infusion rates for DARZALEX administration
Dilution volume | Initial infusion Increments of Maximum
rate (first hour) infusion rate? infusion rate
First infusion 1,000 mL 50 mL/hour 50 mL/hour every 200 mL/hour
hour
Second infusion® 500 mL 50 mL/hour 50 mL/hour every 200 mL/hour
hour
Subsequent 500 mL 100 mL/hour 50 mL/hour every 200 mL/hour
infusions® hour

a
b

Incremental escalation of the infusion rate should be considered only in the absence of infusion reactions.

A dilution volume of 500 mL should be used only if there were no =Grade-L-IRRs during the first 3 hours of the first
infusion. Otherwise, continue to use a dilution volume of 1,000 mL and instructions for the first infusion.

A modified initial rate for subsequent infusions (i.e. third infusion onwards) should only be used only if there were no
=Grade-1-IRRs during a final infusion rate of > 100 mL/hr in the first two infusions. Otherwise, use instructions for
the second infusion.

Management of infusion-related reactions
Pre-infusion medications should be administered to reduce the risk of infusion-related
reactions (IRRs) prior to treatment with DARZALEX.

For IRRs of any grade/severity, immediately interrupt the DARZALEX infusion and manage
symptoms.

Management of IRRs may further require reduction in the rate of infusion, or treatment

discontinuation of DARZALEX as outlined below (see section 4.4).

o Grade 1-2 (mild to moderate): Once reaction symptoms resolve, the infusion should be
resumed at no more than half the rate at which the IRR occurred. If the patient does not
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experience any further IRR symptoms, infusion rate escalation may be resumed at
increments and intervals as clinically appropriate up to the maximum rate of
200 mL/hour (Table 34).

o Grade 3 (severe): Once reaction symptoms resolve, restarting of the infusion may be
considered at no more than half the rate at which the reaction occurred. If the patient
does not experience additional symptoms, infusion rate escalation may be resumed at
increments and intervals as appropriate (Table 34). The procedure above should be
repeated in the event of recurrence of Grade 3 symptoms. Permanently discontinue
DARZALEX upon the third occurrence of a Grade 3 or greater infusion reaction

o Grade 4 (life-threatening): Permanently discontinue DARZALEX treatment.

Recommended concomitant medications

Pre-infusion medication

Pre-infusion medications should be administered to reduce the risk of IRRs to all patients 1-
3 hours prior to every infusion of DARZALEX as follows:

o Corticosteroid (long-acting or intermediate-acting)
Monotherapy:
Methylprednisolone 100 mg, or equivalent, administered intravenously. Following the
second infusion, the dose of corticosteroid may be reduced (oral or intravenous
methylprednisolone 60 mg).
Combination therapy:
Dexamethasone 20 mg (or equivalent), administered prior to every DARZALEX
infusion (see section 5.1).
Dexamethasone is given intravenously prior to the first DARZALEX infusion and oral
administration may be considered prior to subsequent infusions. Additional background
regimen specific corticosteroids (e.g. prednisone) should not be taken on DARZALEX
infusion days when patients have received dexamethasone as a pre-medication.

o Antipyretics (oral paracetamol 650 to 1,000 mg)

o Antihistamine (oral or intravenous diphenhydramine 25 to 50 mg or equivalent).

Post-infusion medication

Post-infusion medications should be administered to reduce the risk of delayed
infusion-related reactions as follows:

Monotherapy:
Oral corticosteroid (20 mg methylprednisolone or equivalent dose of an intermediate-acting or
long-acting corticosteroid in accordance with local standards) should be administered on each
of the two days following all infusions (beginning the day after the infusion).
Combination therapy:
Consider administering low-dose oral methylprednisolone (< 20 mg) or equivalent the day
after the DARZALEX infusion. However, if a background regimen-specific corticosteroid
(e.g. dexamethasone, prednisone) is administered the day after the DARZALEX infusion,
additional post-infusion medications may not be needed (see section 5.1).

Additionally, for patients with a history of chronic obstructive pulmonary disease, the use of
post-infusion medications including short and long acting bronchodilators, and inhaled
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corticosteroids should be considered. Following the first four infusions, if the patient
experiences no major IRRs, these inhaled post-infusion medications may be discontinued at
the discretion of the physician.

4.4  Special warnings and precautions for use

Infusion-related reactions
DARZALEX can cause serious infusion related reactions (IRRs), including anaphylactic

reactions (see
section 4.8).

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 trials tnfusien-relatedreactions{IRRs} were reported in approximately half of all
patients treated with DARZALEX. Menitorsuch-patients-throughout-the-infusion-and-the
EGSE—I—H#H—SJ-GH—B@FFGG- i } 0

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 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 (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. DARZALEX 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-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

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 infusions. Additionally the use of post-infusion medications (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 (see section 4.2).

Excipients
Each 5 mL and 20 mL vial of DARZALEX contains 0.4 mmol and 1.6 mmol (9.3 mg and

37.3 mg) sodium, respectively. This corresponds to 0.46% and 1.86% of the WHO
recommended maximum
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daily intake of 2 g sodium for an adult, respectively.Fhis-should-be-taken-tnto-considerationby

Traceability
In order to improve the traceability of biological medicinal products, the tradename and the

batch number of the administered product should be clearly recorded.

4.5 Interaction with other medicinal products and other forms of interaction

Interference with Serum Protein Electrophoresis and Immunofixation Tests

Daratumumab may be detected on serum protein electrophoresis (SPE) and immunofixation
(IFE) assays used for monitoring disease monoclonal immunoglobulins (M protein). This can
lead to false positive SPE and IFE assay results for patients with IgG kappa myeloma protein
impacting initial assessment of complete responses by International Myeloma Working Group
(IMWG) criteria. In patients with persistent very good partial response, consider-other
metheods-to-evaluate-the-depth-efresponse: where daratumumab interference is suspected,
consider using a validated daratumumab-specific IFE assay to distinguish daratumumab from
any remaining endogenous M protein in the patient’s serum, to facilitate determination of a
complete response.

4.8 Undesirable effects

Summarv of the safety profile

The most frequent adverse reactrons (== 20%) Hﬁkmdmeuakrandemrseereemreneel—studres
were infusion reactions, fatigue, nausea, diarrhoea, muscle spasms, pyrexia, cough, dysproea,
neutropenia, thrombocytopenra anaemra perrpheral sensorv neuropathv and upper resprratory
tract infection.-ta-a 3
seesewneerepath%wereﬂtreqeenmerepeﬁed Serlous adverse reactrons were pneumonra
upper respiratory tract infection, pulmonary oedema, influenza, pyrexia, diarrhoea,and atrial
fibrillation.

Tabulated list of adverse reactions

Table 4-5 summarises the adverse drug reactions that occurred in patients receiving
DARZALEX.

The data reflects exposure to DARZALEX (16 mg/kq) in 1166 patients with multiple
myeloma including 872 patients from three Phase 111 active-controlled trials who received
DARZALEX in combination with either lenalidomide and dexamethasone (DRd; n = 283;
Study MMY3003), bortezomib and dexamethasone (DVd; n = 243; Study MMY3004) or
bortezomib, melphalan and prednisone (D--VMP, n=346; Study MMY3007), and five open-
label, clinical trials in which patients received DARZALEX either in combination with
pomalidomide and dexamethasone (DPd; n = 103), in combination with lenalidomide and
dexamethasone (n = 35) or as monotherapy (n = 156). Post-marketing adverse reactions are
also included.
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Frequencies 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) and very rare (< 1/10,000). Within each
frequency grouping, where relevant, adverse reactions are presented in order of decreasing

Seriousness.

Table 4:  Adverse reactions in multiple myeloma patients treated with DARZALEX
16 mg/kg
System Organ Class Adverse reaction Frequency Incidence (%
Any Grade |Grade 3-4
Infections and infestations | Pneumonia™ Very Common |16 1011
Upper respiratory tract
infection™® 5250 5
Influenza Common 54 1*
Blood and lymphatic system | Neutropenia? Very Common | 4446 3738
disorders Thrombocytopenia? 3740 2327
Anaemia? 3130 16
Lymphopenia 10 8
Immune system disorders Anaphylactic reaction® | Rare - -
Nervous system disorders Peripheral sensory Very Common
neuropathy 2022 2=
Headache Very Common |[1311 <1*
Cardiac disorders Atrial fibrillation Common 34 1
Vascular disorders Hypertension? Very Common |10 5
Respiratory, thoracic and Cough™? Very Common |3127 <1*
mediastinal disorders Dyspnoea™? 22-19 3
Pulmonary oedema?® Common 1 il
Gastrointestinal disorders | Diarrhoea Very Common |3431 43
Nausea 22 1*
Vomiting 15 1*
Musculoskeletal and Muscle spasms Very Common
connective tissue disorders 4813 <1*
General disorders and Fatigue Very Common |3428 5
administration site Pyrexia 2021 1*
conditions Oedema peripheral* 19 =
Injury, poisoning and Infusion-related Very common 4842 6%5
procedural complications reaction

i
*  No grade Grade 4
2 Indicates grouping of terms

b Post-marketing adverse reaction

#< Infusion-related reaction includes terms determined by investigators to be related to infusion, see below

Infusion-related reactions

In clinical trials (monotherapy and combination treatments; N = 8201166) the incidence of any
grade infusion-related reactions was 4640% with the first infusion of DARZALEX, 2% with
the second infusion, and 34% with subsequent infusions. Less than 1% of patients had a

Grade 3 infusion-related reaction with second or subsequent infusions. Grade 4 infusion

reactions were reported in 2/1166 (0.2%) of patients.
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The median time to onset of a reaction was 1.4 hours (range: 0-82- to 72.8 hours). The

incidence of infusion modifications iaterruptions-due to reactions was 4237%. Median

durations of infusion for the 1%, 2" and subsequent infusions were 7, 4.3 and 3.5-4 hours

respectively.

Severe {Grade-3) infusion-related reactions included bronchospasm, dyspnoea, laryngeal |
oedema, pulmonary oedema, hypoxia, and hypertension. Other adverse infusion-related

reactions (any-Grade,—=5% ) were-included nasal congestion, cough, chills, throat irritation,

vomiting and nausea (see section 4.4) .

Infections

In patients receiving DARZALEX combination therapy, Grade 3 or 4 infections were reported
with DARZALEX combinations and background therapies (DVd: 21%, Vd: 19%; DRd: 27%,
Rd: 23%;- D--VMP:23%, VMP:15%; DPd: 28%). Pneumonia was the most commonly
reported severe (Grade 3 or 4) infection across studies. Discontinuations from treatment due to
infections were reported in 21% to 5% of patients. Fatal infections were generally balanced
between the DARZALEX containing regimens and active control arms (<2%) in the controlled

studies reperted-in-0-8%-to-2%-of patients-across-studies, and were primarily due to

pneumonia and sepsis.

Haemolysis
There is a theoretical risk of haemolysis. Continuous monitoring for this safety signal will be

performed in clinical studies and post-marketing safety data.

Other special populations

In the Phase 111 study MMY 3007, which compared treatment with D-VMP to treatment with
VMP in patients with newly diagnosed multiple myeloma who are ineligible for autologous
stem cell transplant, safety analysis of the subgroup of patients with an ECOG performance
score of 2 (D-VMP: n=89, VMP: n=84), was consistent with the overall population (see

section 5.1).
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