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1. Ravulizumab

Ultomiris® contains ravulizumab. Ravulizumab is a monoclonal antibody IgG,/a« that specifically binds
to the complement protein component 5 (C5), thereby inhibiting its cleavage to C5a (the
proinflammatory anaphylatoxin) and C5b (the initiating subunit of the membrane attack complex
[MAC or C5b-9]) and preventing the generation of the C5b-9. Ravulizumab preserves the early
components of complement activation that are essential for opsonisation of microorganisms and

clearance of immune complexes.

From March 2026, two presentations of ravulizumab are available under Hospital Pricing Approval:
e Ultomiris® 300 mg/3 mL concentrate for solution for infusion

e Ultomiris® 1,100 mg/11 mL concentrate for solution for infusion.

1.1 Licensed indication(s)
Ravulizumab (Ultomiris®) is indicated in the treatment of adult and paediatric patients with a body

weight of 10 kg or above with atypical haemolytic uremic syndrome (aHUS) who are complement
inhibitor treatment-naive or have received eculizumab for at least three months and have evidence

of response to eculizumab.

In addition, ravulizumab is indicated in a number of other disease areas that are outside the scope of
this managed access protocol (MAP). Ravulizumab is subject to a separate MAP for paroxysmal

nocturnal haemoglobinuria.

1.2 Reimbursement
Reimbursement of ravulizumab for the treatment of aHUS is supported only for patients with a body

weight of 10 kg or above with aHUS who are complement inhibitor treatment-naive or have received
eculizumab for at least three months and have evidence of response to eculizumab, and who meet
the criteria outlined in this MAP. All criteria must be satisfied in order for reimbursement to be

supported.

An application for reimbursement approval is required to be submitted on an individual patient
basis. The Medicines for the treatment of atypical haemolytic uremic syndrome (aHUS) Application
Form - Ravulizumab (Ultomiris®) should be completed and sent by secure email to the Health Service
Executive (HSE)-Medicines Management Programme (MMP) at mmp@hse.ie. See section 2.1

Submission of Applications for further detail.


mailto:mmp@hse.ie

Table 1 outlines the licensed therapeutic dosages of ravulizumab for aHUS. Please refer to the
Summary of Product Characteristics (SmPC) for further prescribing information, including instructions
on treatment initiation in patients who are complement inhibitor treatment-naive or switching

treatment from eculizumab.

Table 1 Licensed dosage of ravulizumab for aHUS
Medicine Route of Dosage (based on body weight)
administration

Paediatric patients* Adult patients

>10to< |220to< |230to< |240to< |>260to< |>100kg
20 kg 30 kg 40 kg 60 kg 100 kg

Loading dose 600 mg (900 mg 1,200 mg | 2,400 mg {2,700 mg | 3,000 mg

. IV infusion
Ravulizumab

(Day 1)

Maintenance dose |600 mg 2,100 mg | 2,700 mg | 3,000 mg {3,300 mg | 3,600 mg
o Q4w Q8w Q8W Q8W Q8W Q8w

IV infusion

IV: intravenous; kg: kilograms Q4W: every four weeks; Q8W: every eight weeks; mg: milligrams
* Paediatric patients with body weight > 40 kg should be treated in accordance with the adult dosing recommendations
** First maintenance dose is administered two weeks after loading dose

If a patient is recommended for reimbursement of ravulizumab, reimbursement is supported up to
the maximum licensed dosage specified in Table 1. Reimbursement of dosages in excess of the

licensed therapeutic dosages (as outlined in Table 1) is not supported.

Reimbursement is not supported for long-term concomitant use of complement inhibitors for

aHUS.

See Section 3 for further details on Reimbursement Criteria — Requirement for outcome data.

1.3 Price

The ex-factory prices of the presentations of ravulizumab are outlined in Table 2. Commercial-in-
confidence arrangements are in place with the marketing authorisation holder to reduce the net

acquisition cost of ravulizumab to the HSE.



Table 2 Ex-factory prices for available presentations of ravulizumab under Hospital Pricing
Approval
Strength (pack size) Ex-factory price*

Ultomiris® 300 mg/3 mL concentrate for solution for €4,551.70
infusion (1 x 3 mL vial)

Ultomiris® 1,100 mg/11 mL concentrate for solution €16,689.56
for infusion (1 x 11 mL vial)

mg: milligrams; mL; millilitres. *Correct as at 1 March 2026

2. Reimbursement criteria — Initiation
This section outlines the criteria that must be satisfied in order for patients to be recommended for

reimbursement of ravulizumab for aHUS.

2.1 Submission of applications
Applications for reimbursement approval for ravulizumab for the treatment of aHUS will only be

considered from consultants with specialist registration in nephrology, haematology or paediatrics
(with a special interest in nephrology) with the Irish Medical Council and 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.

2.2 Patient weight

Applications for reimbursement approval will only be considered for adult and paediatric patients

with a body weight of 10 kg or greater at the time of application.

2.3 Patient diagnosis

For a positive reimbursement recommendation, approved consultants will be required to confirm a
diagnosis of aHUS at the time of application. The items outlined below (2.3.1 — 2.3.7) are required to
confirm the diagnosis of aHUS and to exclude other potential differential diagnoses. This is not an
exhaustive list of requirements; the MMP reserve the right to request additional information as

deemed necessary to enable a reimbursement recommendation.



2.3.1 Exclusion of differential diagnoses
The approved consultant will be required to confirm that differential diagnoses of thrombotic

microangiopathy (TMA) due to thrombotic thrombocytopenic purpura and Shiga toxin-producing
Escherichia coli haemolytic uremic syndrome have been excluded, and will be required to provide

evidence of same.

2.3.2 Full blood count and haemolytic blood panel
The approved consultant will be required to provide a full blood count and a haemolytic blood panel

to support the diagnosis of aHUS and confirm the presence of TMA.

2.3.3 Biochemistry profile
The approved consultant will be required to provide a biochemistry profile to support the diagnosis

of aHUS.

2.3.4 Renal function investigations
The approved consultant will be required to provide kidney investigations (serum creatinine,

estimated glomerular filtration rate [eGFR]) to support the diagnosis. Imaging/biopsy results may

also be requested by MMP to enable a reimbursement recommendation.

2.3.5 Complement system panel
The approved consultant will be required to provide a complement system panel (e.g. C3, C4,

complement factor H (CFH), complement factor | (CFl), complement antibody screen), if available.

2.3.6 Genetic analysis
The approved consultant may be required to provide a genetic report, which may identify mutations

in complement regulatory genes or proteins (e.g. C3, CFH, CFl etc.).

2.3.7 Other symptoms of aHUS
The approved consultant will be required to provide details of other presenting symptoms of aHUS,

e.g. dyspnoea, fatigue, gastrointestinal disturbances, hypertension, oedema, neurological symptoms

and pallor.

2.4 Patient clinical history/status

Applications for reimbursement approval will not be considered in individuals who meet any of the

contraindications for treatment as outlined in the SmPC for Ultomiris®.



2.4.1 Dialysis and kidney transplant
The approved consultant will be required to confirm whether the patient has a history of dialysis or

kidney transplant, or whether a kidney transplant is planned for the patient.

2.5 Patient’s medical treatment

2.5.1 Patient medication
The approved consultant will be required to provide a complete list of the patient’s current drug

therapy at the time of application or any relevant previous treatments including immunosuppressive

medicines and other medicines used for the treatment of aHUS.

2.5.2 Complement C5 inhibitor treatment
For treatment-experienced patients, the approved consultant may be required to provide

information and supporting evidence to confirm that the patient has received treatment with
eculizumab for at least three months prior to the time of application, with evidence of response to

eculizumab.

The following are indicative of evidence of response to treatment with eculizumab:
e |actate dehydrogenase (LDH) levels < 1.5 times the upper limit of normal (ULN)
e platelet count = 150,000/microliters
e eGFR>30mlL/min/1.73 m?

Current levels of the above parameters should be provided at the time of application to

demonstrate evidence of response to treatment with eculizumab.

The approved consultant can also provide any additional available information to demonstrate
evidence of response to treatment with eculizumab (i.e. haematological parameters normalised and

stabilisation of end-organ damage).

2.5.3 Blood transfusion history
The approved consultant will be required to provide details of the patient’s past and current

requirement for blood transfusions, plasma exchange, and plasmapheresis, and any other therapy

used for the treatment of aHUS.



3. Reimbursement criteria — Requirement for outcome data

Follow-up data may be requested by the MMP 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.

4. Medicines management
Please refer to the relevant SmPC for Ultomiris® for full prescribing information including monitoring

and patient counselling requirements.

Sites must ensure a local policy is in place for appropriate medicines management, including protocols
for the preparation and administration of ravulizumab, taking into consideration information outlined

in the SmPCs and conditions of the marketing authorisation.



