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1. Selumetinib (Koselugo®)

Koselugo® contains selumetinib. Selumetinib is a selective inhibitor of mitogen-activated
protein kinase kinases 1 and 2 (MEK 1/2). Selumetinib blocks MEK activity and the RAF-
MEK-ERK pathway. Therefore, MEK inhibition can block the proliferation and survival of
tumour cells in which the RAF-MEK-ERK pathway is activated.

From 01 June 2026, two presentations of selumetinib are available on the High Tech
Arrangement:
e Koselugo® 10 mg capsules

e Koselugo® 25 mg capsules

1.1 Licensed indication

Selumetinib (Koselugo®) as monotherapy is indicated for the treatment of symptomatic,
inoperable plexiform neurofibromas (PN) in adult and paediatric patients with
neurofibromatosis type 1 (NF1) aged three years and older.

1.2 Reimbursement

Reimbursement of selumetinib on the High Tech Arrangement for the treatment of
symptomatic, inoperable PN is supported only for patients with NF1 aged 3 to 17 years at
the time of application, who meet the criteria outlined in this Managed Access Protocol
(MAP).

All reimbursement criteria must be satisfied in order for reimbursement to be supported.

An application for reimbursement approval must be submitted on an individual patient basis
by completing the Selumetinib (Koselugo®) — Application Form. Submit the completed form

by secure email to the Health Service Executive (HSE) Medicines Management Programme

(MMP) at mmp@hse.ie.

Table 1 outlines the licensed therapeutic dosage of selumetinib for the treatment of
symptomatic, inoperable PN in patients with NF1. Please refer to the Summary of Product

Characteristics (SmPC) for further prescribing information.

Table 1 Licensed therapeutic dosage of selumetinib

Medicine Route of Administration Dosage®

Selumetinib (Koselugo®) Oral 25 mg/m? twice daily

mg: milligrams; m2: square metres
aDosing in adult and paediatric patients is individualised based on body surface area (mg/m?) and rounded to the
nearest achievable 5 mg or 10 mg dose (up to a maximum single dose of 50 mg).
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If a patient is recommended for reimbursement of selumetinib, reimbursement is supported
in line with the licensed therapeutic dosage specified in Table 1. Reimbursement of dosages
in excess of the licensed therapeutic dosage (as outlined in Table 1) is not supported. See

Section 3 for further details on Reimbursement criteria — requirement for outcome data.

1.3 Reimbursement price

The reimbursement prices of the presentations of selumetinib available on the High Tech
Arrangement are outlined in Table 2. Commercial-in-confidence arrangements are in place
with the marketing authorisation holder to reduce the net acquisition cost of selumetinib to
the HSE.

Table 2 Reimbursement codes and prices for the presentations of selumetinib
available on the High Tech Arrangement

Strength (pack size) Code Reimbursement price?
Koselugo®10 mg capsules (60) 89533 €5,274.16
Koselugo® 25 mg capsules (60) 89534 €13,153.02

mg: milligrams
aCorrect as of 01 June 2026.

2. Reimbursement criteria — initiation
This section outlines the criteria that must be satisfied in order for a patient to be

recommended for reimbursement of selumetinib on the High Tech Arrangement.

2.1 Prescribers

Applications for reimbursement approval of selumetinib for the treatment of symptomatic,
inoperable PN in patients with NF1, will only be considered from consultants with specialist
registration with the Irish Medical Council, in a specialism relevant to the management of PN
in paediatric patients, who have experience in the diagnosis and management of PN and are
practicing in specialist centre(s) in Ireland, who have agreed to the terms of this MAP and
been approved by the HSE (‘approved consultants’).

Approved consultants are responsible for ensuring that the patient or their
representative/guardian is aware that the application for reimbursement approval is being

made on their behalf.

The prescribing of Koselugo® for approved patients for the treatment of symptomatic,
inoperable PN in patients with NF1, on the High Tech Arrangement will be confined to the
approved consultants and their teams. The governance of the team on the High Tech Hub,

including access, rests with the approved consultant.
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2.2 Patient age
Applications for reimbursement approval will only be considered for individuals aged 3 to 17
years at the time of application.

2.3 Patient diagnosis
For reimbursement approval, approved consultants are required to confirm the diagnosis of

NF1 and the presence of symptomatic, inoperable PN at the time of application.

2.3.1 Diagnosis of neurofibromatosis type 1
The diagnostic criteria for NF1 are met in an individual who does not have a parent
diagnosed with NF1 if two or more of the following are present:
e six or more café-au-lait macules (over 5 millimetres in greatest diameter in
prepubertal individuals and over 15 millimetres in post-pubertal individuals)
o freckling in the axillary or inguinal region
¢ two or more neurofibromas of any type or one PN
e optic pathway glioma
e two or more iris Lisch nodules or two or more choroidal abnormalities
e adistinctive osseous lesion, such as sphenoid dysplasial, anterolateral bowing of the
tibia or pseudarthrosis of a long bone
¢ a heterozygous pathogenic NF1 variant with a variant allele fraction of 50% in
apparently normal tissue such as white blood cells.

A child of a parent who meets the diagnostic criteria specified above merits a diagnosis of

NF1 if one or more of the criteria above are present.

2.3.2 Clinical evidence of plexiform neurofibroma(s)

For reimbursement approval, the approved consultant must submit evidence to demonstrate
the presence of PN. Evidence may include a radiology report describing the size, anatomical
location, and extent of the PN, including its relationship to adjacent critical structures (for

example, spinal cord, airway, major vessels, or organs), where relevant.

2.3.3 Symptomatic plexiform neurofibromag(s)
For reimbursement approval, approved consultants are required to confirm the presence of

at least one clinically meaningful symptom attributable to PN. Clinically meaningful

1 Sphenoid wing dysplasia is not a separate criterion in case of an ipsilateral orbital PN
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symptoms may include, but are not limited to pain, functional impairment, disfigurement,

neurological deficits or organ compromise.

2.3.4 Inoperable plexiform neurofibromag(s)

For reimbursement approval, approved consultants must confirm the presence of inoperable
PN and submit evidence of inoperability such as clinic notes, a radiology report or written
opinion from an appropriately qualified specialist, for example a paediatric surgeon,

neurosurgeon, or clinician with recognised expertise in NF1.

Inoperable refers to a PN that could not be completely removed without risk for substantial
morbidity due to encasement of or close proximity to vital structures, invasiveness, or high
vascularity of the PN. This determination does not imply permanent ineligibility for surgery
and is independent of patient preference.

2.4 Patient clinical status

In line with SmPC for Koselugo®, applications for reimbursement approval will not be
considered for individuals who meet any of the contraindications for treatment as outlined in
the SmPC, or if surgical resection of the target PN is planned or considered clinically

appropriate at the time of application.

3. Reimbursement criteria — requirement for outcome data

The MMP may request follow-up data for audit purposes and provision of same is a
condition of ongoing reimbursement. It is the responsibility of the approved consultant to
ensure that the patient or their representative/guardian is aware that the provision of follow-
up data is a condition of reimbursement, and that audits may occur during which their

personal data will be reviewed.

3.1 Treatment discontinuation and review criteria
Treatment with selumetinib should continue as long as clinical benefit is observed, or until
PN progression or the development of unacceptable toxicity occurs. Treatment should be
subject to regular clinical review to assess ongoing benefit, which may be defined by one or
more of the following:

e reduction or clinically meaningful stabilisation of PN volume on imaging

e improvement in PN-related symptoms

e prevention of clinically meaningful disease progression during treatment, where

progression would otherwise be anticipated based on tumour characteristics or

clinical risk.
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Discontinuation should be considered where there is no evidence of clinically meaningful

benefit. Continued treatment is not appropriate on the basis of tolerability alone.

4. Prescribing of selumetinib for approved patients

Please refer to the SmPC for Koselugo® for full prescribing information including monitoring
and patient counselling requirements. As selumetinib is administered orally in capsule form,
patients should be assessed for their ability to swallow capsules prior to initiation of

treatment, in accordance with the SmPC.

If a patient is recommended for reimbursement by the MMP, the High Tech prescription
should be generated on the High Tech Hub. High Tech prescriptions, which are not hub
generated for selumetinib, will not be eligible for reimbursement by the HSE Primary Care
Reimbursement Service. Only approved consultants and their teams will have access to

generate prescriptions.



