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Dear Ms Jansen

The National Health Care Institute advises you on the inclusion of crovalimab
(Piasky®) for the treatment of paroxysmal nocturnal haemoglobinuria in the
Medicine Reimbursement System (GVS). This advice was prompted by your
request in the letter of 17 March 2025 (CIBG-25-08008).

Paroxysmal nocturnal haemoglobinuria (PNH) is a rare, non-hereditary blood
disease in which red blood cells are broken down too quickly. This rapid
breakdown leads to severe anaemia. People with PNH suffer from fatigue,
infections and an increased risk of thrombosis (a blood clot in an artery or vein).
The professional group estimates that 200 people in the Netherlands suffer from
this disease. Untreated PNH patients have a reduced quality of life and reduced
life expectancy; i.e. a median survival of 22 years after diagnosis.

Crovalimab is intended explicitly for the primary care treatment of patients with a
high burden of disease caused by their PNH. In the Netherlands, these patients
are currently being treated with eculizumab and ravulizumab. If patients continue
to suffer from anaemia, pegcetacoplan can be administered as secondary
healthcare. Very recently, the National Health Care Institute also gave you a
positive advice about the inclusion of secondary care products danicopan! and
iptacopan?.

Registered indication
Crovalimab (Piasky®) is indicated as monotherapy for the treatment of adult and
paediatric patients with PNH aged 12 years or older with a body weight of 40 kg
or more:
-for patients with haemolysis with clinical symptoms indicating high disease
activity;
-For patients who are clinically stable after treatment with a complement
component 5 (C5) inhibitor for at least the past 6 months.

Claim by the marketing authorisation holder

1 https://www.zorginstituutnederland.nl/publicaties/adviezen/2025/05/08/gvs-advies-danicopan-voydeya-voor-
paroxismale-nachtelijke-hemoglobinurie

2 https://www.zorginstituutnederland.nl/publicaties/adviezen/2025/03/18/gvs-advies-iptacopan-fabhalta-bij-pnh
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Crovalimab has a similar value to eculizumab and ravulizumab in the treatment of
patients with PNH.

These include primary care patients with a high disease burden comparable to the
positioning of eculizumab and ravulizumab.

The marketing authorisation holder is requesting inclusion in List 1B of the Health
Insurance Regulation for PNH on the basis of the equal value of crovalimab with
products outside the Medicine Reimbursement System (GVS) and the non-
interchangeability with a product within the GVS.

Advice
The National Health Care Institute advises you to include crovalimab (Piasky®)
for paroxysmal nocturnal haemoglobinuria (PNH) in List 1A of the GVS, provided
that the net price is at least equal to the net (negotiated) price of eculizumab and
ravulizumab. Crovalimab will be placed in a newly formed cluster with
pegcetacoplan (Aspaveli®) with the following List 2 condition for crovalimab. The
existing List 2 condition for pegcetacoplan remains unchanged.

- Condition for crovalimab (Piasky®)

- Only for an insured person with paroxysmal nocturnal haemoglobinuria.

We explain the preparation of this advice below.

Substantive assessment

Assessment of interchangeability

Crovalimab is eligible for reimbursement from the GVS due to home use.
Currently, only pegcetacoplan is included in the GVS for this indication. The
National Health Care Institute recently recommended that oral medicinal products
danicopan and iptacopan be included in the GVS. Given the subcutaneous
administration, only pegcetacoplan is eligible for the testing of its
interchangeability with crovalimab. Based on a comparison of the COMMODORE-2
(crovalimab) and PRINCE (pegcetacoplan) studies, the National Health Care
Institute concludes that there are no clinically relevant differences in desirable or
adverse effects.

Based on the criteria for interchangeability, the National Health Care Institute
concludes that crovalimab is interchangeable with pegcetacoplan and can
therefore be included in List 1A in the Health Insurance Regulation in a newly
formed cluster. For crovalimab, the standard dose is set at 24.3 mg per day. The
standard dose for pegcetacoplan is 300 mg per day.

Budget impact analysis

For inclusion in the GVS, pegcetacoplan was used for the interchangeability test.
However, due to its place in the guidelines, crovalimab will in practice not replace
pegcetacoplan, but the inpatient medicines eculizumab and ravulizumab. This is
causing a shift from the intramural to the extramural pharmaceutical budget. The
National Health Care Institute estimates that 55 patients per year will be treated
with crovalimab for the above indication in year 3 after inclusion in the insured
package. The costs per patient per year for crovalimab, based on the list price,
are €289,476 in the first year and €244,017 in subsequent years. Eculizumab and
ravulizumab are substituted, with annual costs per patient based on the list prices
in the first year of €283,118 and €337,446, respectively and in subsequent years
€276,040 and €310,284, respectively. This results in macro costs burden for the
extramural pharmacy budget of €13.8 million in the third year. Taking into
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account substitution (of eculizumab and ravulizumab), intramural savings will
amount to €17 million, and the budget impact in year 3 will be €-3.2 million.

In particular, there is uncertainty about the market penetration of crovalimab and
the dosing interval of ravulizumab.

Finally, the National Health Care Institute notes that for intramural C5 inhibitors,
purchasing arrangements have been made which reduce the actual expenditure
for eculizumab and ravulizumab. Given the equivalent value of crovalimab and
these medicinal products, the net price should also be the same.

Orphan drugs arrangement

In a short period of time, the offer of PNH products has expanded. To monitor and
track the proper deployment of crovalimab, the existing orphan drugs
arrangement for the treatment of PNH, with eculizumab, ravulizumab and
pegcetacoplan, will be expanded to include crovalimab. The National Health Care
Institute is already discussing this inclusion with the professional group.

Should you need any further information, please do not hesitate to contact us.
The assessment reports have been added as annexes (marginal assessment,
budget impact analysis).

Yours sincerely,

M.J. Janssen
Chairperson of the Executive Board
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