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Chronic rhinosinusitis with nasal polyps (CRSwNP)

Nucala is indicated as an add-on therapy with intranasal corticosteroids for the treatment of
adult patients with severe CRSwWNP for whom therapy with corticosteroids and surgery in the
last 10 years do not provide adequate disease control.

Hypereosinophilic syndrome (HES)
Nucala is indicated as an add-on treatment for adult patients with inadequately controlled
hypereosinophilic syndrome without an identifiable non-haematologic secondary cause.

Severe eosinophilic asthma
Nucala is indicated as an add-on treatment for severe refractory eosinophilic asthma in adult
patients

Eosinophilic Granulomatosis with Polyangiitis (EGPA)
Nucala is indicated for the treatment of adult patients with eosinophilic granulomatosis with
polyangiitis (EGPA).
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4.1 Therapeutic indications

Severe eosinophilic asthma
Nucala is indicated as an add-on treatment for severe refractory eosinophilic asthma in adult
patients (see section 5.1).

Chronic rhinosinusitis with nasal polyps (CRSwWNP)

Nucala is indicated as an add-on therapy with intranasal corticosteroids for the treatment of adult
patients with severe CRSWNP for whom therapy with corticosteroids and surgery in the last 10
years do not provide adequate disease control.

Eosinophilic Granulomatosis with Polyangiitis (EGPA)
Nucala is indicated for the treatment of adult patients with eosinophilic granulomatosis with
polyangiitis (EGPA).

Hypereosinophilic syndrome (HES)
Nucala is indicated as an add-on treatment for adult patients with inadequately controlled
hypereosinophilic syndrome without an identifiable non-haematologic secondary cause.

4.2 Posology and method of administration

Nucala should be prescribed by physicians experienced in the diagnosis and treatment of severe
refractory eosinophilic asthma, CRSWNP, er EGPA or HES.

Posology
CRSwNP
Adults

The recommended dose of mepolizumab is 100 mg administered subcutaneously once every 4
weeks.

Nucala is intended for long-term treatment. Consideration can be given to alternative treatments in
patients who have shown no response after 24 weeks of treatment for CRSwWNP. Some patients
with initial partial response may subsequently improve with continued treatment beyond 24 weeks.

HES
Adults

The recommended dose of mepolizumab is 300 mg administered subcutaneously once every 4
weeks.

Nucala is intended for long-term treatment. The need for continued therapy should be reviewed at

least on an annual basis as determined by physician assessment of the patient’s disease severity

and level of symptom control.

Patients who develop life-threatening manifestations of HES should also be evaluated for the need
for continued therapy, as Nucala has not been studied in this population.




Method of administration

Nucala is for subcutaneous injection only and should be administered by a healthcare professional.
It may be injected into the upper arm, thigh, or abdomen.

For doses which require more than one injection, it is recommended that each injection is
administered at least 5 cm apart.

4.4 Special warnings and precautions for use

Traceability

In order to improve the traceability of biological medicinal products, the name of the administered
product should be clearly recorded. is recommended to record the batch number as well.

Organ threatening or life-threatening EGPA
Nucala has not been studied in patients with organ threatening or life-threatening manifestations of
EGPA.

Life-threatening HES
Nucala has not been studied in patients with life-threatening manifestations of HES (see section

4.2).

4.8 Undesirable effects

CRSwNP
In a placebo-controlled study in patients with CRSwWNP, the most commonly reported adverse
reactions during treatment were headache (18%) and back pain (7%).

EGPA

In a placebo-controlled study in patients with EGPA, the most commonly reported adverse reactions
during treatment were headache (32%), injection site reactions (15%) and back pain (13%).
Systemic allergic/hypersensitivity reactions were reported by 4% of EGPA patients.

HES

In a placebo-controlled study in patients with HES, the most commonly reported adverse reactions
during treatment were headache (13%), urinary tract infection (9%), injection site reactions and
pyrexia (7% each).

Tabulated list of adverse reactions

Severe eosinophilic asthma, CRSWNP and EGPA
The table below presents the adverse reactions from placebo-controlled severe eosinophilic asthma

studies with frequencies from subjeets patients receiving mepolizumab 100 mg subcutaneously
(SC) (n=263), from a randomised, double-blind placebo-controlled 52-week study in patients with
CRSWNP receiving mepolizumab 100 mg SC (n=206), in patients with EGPA receiving
mepolizumab 300 mg SC (n=68) and from spontaneous post-marketing reports. Safety data is also
available from open-label extension studies in severe refractory eosinophilic asthma patients
(n=998) treated for a median of 2.8 years (range 4 weeks to 4.5 years).

HES



In a double-blind placebo-controlled 32-week study in patients with HES receiving mepolizumab
300 mg SC (n= 54), no additional adverse reactions were identified to those reported in the severe
eosinophilic asthma studies.

The safety profile of mepolizumab in HES patients (n=102) enrolled in a 20-week open label
extension study was similar to the safety profile of patients in the pivotal placebo-controlled study.

Description of selected adverse reactions

Systemic reactions, including hypersensitivity reactions, in CRSwNP

In the 52-week placebo-controlled study, systemic allergic (type | hypersensitivity) reactions were
reported in 2 patients (<1%) in the group receiving mepolizumab 100 mg and in no patients in the
placebo group. Other systemic reactions were reported by no patients in the group receiving
mepolizumab 100 mg and in 1 patient (<1%) in the placebo group.

Systemic reactions, including hypersensitivity reactions, in EGPA

In the 52-week placebo-controlled study the percentage of patients who experienced systemic
(allergic and non-allergic) reactions was 6% in the group receiving 300 mg of mepolizumab and 1%
in the placebo group. Systemic allergic/hypersensitivity reactions were reported by 4% of patients in
the group receiving 300 mg of mepolizumab and 1% of patients in the placebo group. Systemic non-
allerqic reactions (angioedema) were reported by 1 (1%) patient in the group receiving 300 mg of
mepolizumab and no patients in the placebo group.

Systemic reactions, including hypersensitivity reactions, in HES

In the 32-week placebo-controlled study, 1 patient (2%) reported a systemic (other) reaction in the

group receiving 300 mg of mepolizumab (multifocal skin reaction) and no patients in the placebo
roup.

Local injection site reactions

CRSwNP
In the placebo-controlled study, local injection site reactions (e.q., erythema, pruritus) occurred in
2% of patients receiving mepolizumab 100 mg compared with <1% in patients receiving placebo.

EGPA

In the placebo-controlled study, local injection site reactions (e.q., pain, erythema, swelling)
occurred at a rate of 15% in patients receiving mepolizumab 300 mg compared with 13% in patients
receiving placebo.

HES
In the placebo-controlled study, local injection site reactions (e.q., burning, itching) occurred at a
rate of 7% in patients receiving mepolizumab 300 mg compared with 4% in patients receiving

placebo.

Special data from clinical studies:

HES

Haemorrhage

In phase 3 placebo-controlled study 200622, a higher number of subjects reporting hemorrhages
was observed for mepolizumab 300 mg SC group (10/54 patients, 19%) compared to the placebo
arm, (4/54 patients, 7%).




The maijority of cases were mild or moderate in intensity and resolved. 5 out of 10 of the patients
treated mepolizumab had concomitant medications that could increase the risk of bleeding
(including anticoagulants). No causal relationship with mepolizumab has been determined vet.
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6.6 Special precautions for disposal and other handling

Instructions for administration

1. For subcutaneous administration a 1 mL polypropylene syringe fitted with a disposable needle
21 gauge to 27 gauge x 0.5 inch (13 mm) should preferably be used.

2. Just prior to administration, remove 1 mL of reconstituted Nucala. Do not shake the
reconstituted solution during the procedure as this could lead to product foaming or precipitation.

3. Administer the 1 mL injection (equivalent to 100 mg mepolizumab) subcutaneously into the
upper arm, thigh, or abdomen.

If more than one vial is required for administration of the prescribed dosage, repeat steps 1 to 3. It is
recommended that individual injection sites are separated by at least 5 cm.
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The following information is intended for healthcare professionals only:

Step-by-step instructions for use and handling, reconstitution, and administration of Nucala
powder for solution for injection

Traceability
In order to improve the traceability of biological medicinal products, the name of the administered
product should be clearly recorded. is recommended to record the batch number as well.

Instructions for administration

1. For subcutaneous administration, a 1 ml polypropylene syringe fitted with a disposable needle
21 gauge to 27 gauge x 0.5 inch (13 mm) should preferably be used.

2. Just prior to administration, remove 1 ml of reconstituted Nucala from one vial. Do not shake the
reconstituted solution during the procedure as this could lead to product foaming or precipitation.

3. Administer the 1 ml injection (equivalent to 100 mg mepolizumab) subcutaneously into the upper
arm, thigh, or abdomen.

If more than one vial is required for administration of the prescribed dosage, repeat steps 1 to 3. It is
recommended that individual injection sites are separated by at least 5 cm.
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