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Dear Ms Agema,

In this letter, we explain the progress of the conditional inclusion (CI) of orphan
drugs, conditionals and exceptionals for the reporting year 2024.

With the CI procedure for orphan drugs, conditionals and exceptionals, the
National Health Care Institute is committed to proactive package management in
order to promote appropriate care. Through this procedure, patients with a
serious condition and an unmet medical need may be eligible for reimbursement
of promising medicinal products from the basic healthcare package, even though
the products do not yet meet the established medical science and medical practice
(SWP). After sufficient evidence has been collected for the verification on SWP,
the drug remains in the basic healthcare package after a positive SWP assessment
or flows out of the basic healthcare package after a negative SWP assessment.

In 2024, two medicinal products, rhPTH 1-84 (Natpar®) and ataluren
(Translarna®), were conditionally included in the basic healthcare package.

rhPTH 1-84 (Natpar®)

On 2 November 2022, we informed your predecessor about the unsolvable
production problems at Takeda, which would result in the production of rhPTH 1-
84 being discontinued worldwide at the end of 2024.! Since rhPTH 1-84 fulfilled
an unmet medical need and patients are most likely to become destabilised when
switching to an alternative, the National Health Care Institute advocated that
treatment providers and patients should have enough room to switch to an
alternative. We advised your predecessor to continue the CI procedure. There
were 20 patients who were likely to be treated with rhPTH 1-84 for up to 1 year.
On 21 February 2024, we advised your predecessor to terminate the CI procedure
for rhPTH 1-84 early and informed you that at that time, 3 patients were still
being treated with rhPTH 1-84.2 As of 1 May 2024, the CI procedure for rhPTH 1-
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84 was terminated early. The progress of the CI procedure for this product, which
was taken off the market at the end of 2024, has not been further discussed with
the stakeholders.

Ataluren (Translarna®)

Due to the negative advice of the Committee for Medicinal Products for Human
Use (CHMP) (dated 26 January 2024) on the renewal of the marketing
authorisation for ataluren, the National Health Care Institute advised your
predecessor on 21 February 2024 to terminate the CI procedure for ataluren early
if the European Commission (EC) adopts the CHMP advice.3 In this case, as
defined in the exit strategy, the marketing authorisation holder will stop supplying
ataluren to patients, which means that patients will have to discontinue
treatment. In May 2024, it became clear that the EC did not adopt the CHMP's
advice. On 6 August 2024, we informed you about this and advised you to extend
the CI procedure for ataluren by 1 year.* It was expected that the final EC
decision on the basis of the reassessment would not be expected until at least the
end of 2024. In October 2024, the CHMP issued their final negative advice on the
renewal of the marketing authorisation for ataluren. It is currently unclear
whether the EC will adopt the CHMP advice this time. Our advice, to terminate the
CI procedure for ataluren early if the EC adopts the CHMP advice, still stands.

The progress of the CI procedure for ataluren was discussed in a meeting with all
stakeholders in December 2024. Background information on the CI procedure for
ataluren is included in the annex to this letter.

Preview 2025

Since the National Health Care Institute is conducting discussions with
stakeholders about several medicinal products, the National Health Care Institute
expects to present you with several (potential) candidates this year. This month
we advised you to start a CI procedure for teduglutide (Revestive®).°
Atidarsagene autotemcel (Libmeldy®) was already identified as a potential CI
candidate in 2023. The National Health Care Institute expects to start new CI
procedures for these products in 2025, provided that the covenant phase of
atidarsagene autotemcel is successfully completed and you adopt our advice on
teduglutide. The financial arrangements for both products have already been
successfully concluded. It is remarkable that both products were identified as
potential CI candidates relatively long ago. In 2025, the National Health Care
Institute will therefore examinee how to limit the lead time of the period during
which the covenant is drawn up. Risdiplam (Evrysdi®) was identified in 2023 as a
potential CI candidate for a joint procedure with nusinersen (Spinraza®). The
attempt to start a combined CI with the two products proved more challenging
than anticipated. We recently informed you that a joint CI procedure will not be
continued. In the meantime, the National Health Care Institute is conducting
meetings with the marketing authorisation holder for risdiplam to explore the
possibilities for a stand-alone CI procedure for risdiplam for patients with spinal
muscular atrophy who are older than 25 years and cannot be treated with
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nusinersen.

Yours sincerely,

M.J. Janssen
Chairperson of the Executive Board
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Annex 1. Background information on ataluren (Translarna®)

Title |

Ataluren (Translarna®)

1 Background information

Disorder

Ataluren is registered for the treatment of Duchenne muscular
dystrophy (DMD) resulting from a nonsense mutation in the dystrophin
gene, in ambulatory patients aged 2 years and older. DMD is a serious,
progressive and very rare genetic muscular disease that leads, among
other things, to a rapid decline in physical functioning from early
childhood. This progressive muscular disease is usually diagnosed
before the child is 5. Most patients are wheelchair-bound before the
age of 13. Up to approximately the age of 7, normal motor
development can lead to an increase in motor functions in children with
DMD.

Intervention to be investigated

Ataluren (Translarna®)

Start to end of CI

1 November 2021 to 1 October 2025

Submitting marketing
authorisation holder

PTC Therapeutics International Limited (PTC)

Participating centres

LUMC and Radboud UMC; working together in the Duchenne Centre
Netherlands (DCN)

Other stakeholders

e Stichting Duchenne Parent Project (SDPP)
e Vereniging Spierziekten Nederland (VSN)

2 Information about the CI study

Main study

The main study (STUDIE 1) is a completed, randomised, double-blind,
placebo-controlled study of 72 weeks, followed by an open-label period
of 72 weeks. The objective is to characterise the long-term effects of
ataluren on disease progression.

Primary outcome parameter

Change inclination in 6-minute walking distance (MWD) for 72 weeks

Secondary outcome parameters

e Change from baseline to week 72 in 6MWD

e Change from baseline to week 72 in time to run/walk 10 metres

e Change from baseline to week 72 in time to ascend 4 steps

e Change from baseline to week 72 in time to descend 4 steps

e Change from baseline to week 72 in North Star Ambulatory
Assessment (NSAA) total score

e Time to loss of walking ability during 72 weeks

e Time to loss of ability to climb stairs over more than 72 weeks

e Time to loss of ability to descend stairs over more than 72 weeks

e Risk of loss of NSAA items during 72 weeks

e Number of adverse effects considered to be caused by the study
medical product during 72 weeks

Hypothesis Ataluren shows a significant effect on walking and endurance in
subjects with nmDMD when assessing different outcome parameters.
Ataluren is well tolerated.

Side studies Side study 1: A 0250 observational registry study was conducted with a

maximum follow-up period of 5 years. Although the study is primarily
designed to look at safety, this registry study does provide the
opportunity to look at various milestone events such as loss of walking
ability.

Side study 2: There were two phase 2 studies about patients with
Duchenne muscular dystrophy (nmDMD) in which dystrophin levels
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were determined. This can be used to find pharmacodynamic
confirmation of the assumption that ataluren allows the ribosome to
read beyond the nonsense stop codon in the mRNA molecule.

Side study 3: Monitor: LUMC and RADBOUD UMC (DCN) provide an
analysis at the end of the CI period that includes at least the following
data in aggregated form: average treatment duration, nhumber of
patients started/stopped (+reason for stopping) and additional average
ages, average increase or decrease on the critical and important
effectiveness parameters and overview of key safety parameters. The
aggregated

data comes from the Electronic Patient Record (EPR). LUMC and
RADBOUD UMC (DCN) will specifically indicate the disease phase of the
patients treated in the Netherlands at the time of treatment initiation
(stable phase/mid-range or rapid decline).

3 Progress

Number of patients included

Side study 3: From 1 November 2021 to 31 December 2022, 15
patients were given access to ataluren via CI. Since then, 6 patients
have stopped treatment, leading to 9 patients being treated with
ataluren within the CI and 1 based on compassionate use.

Specifics

The CHMP has issued a final, negative advice on the renewal of the
marketing authorisation for ataluren. This means that ataluren will be
withdrawn from the European market following adoption of the CHMP
advice by the EC. The National Health Care Institute has therefore
recommended that the CI procedure for ataluren be terminated early.
However, the EC has not yet adopted the CHMP advice.
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