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To the Minister of Health, Welfare and Sport 

P.O. Box 20350  

2500 EJ THE HAGUE 

 

 

 

 

 

 

Date 13 August 2025 

Subject Advisory report on risdiplam (Evrysdi®) as a potential candidate for 

conditional inclusion for 5q SMA 

 

 

Dear Ms Jansen, 

 

On 28 May 2025, the parties submitted an application for conditional inclusion 

(hereinafter also “CI”) of risdiplam (Evrysdi®) as an orphan drug, conditional or 

exceptional. Risdiplam is licensed for the treatment of 5q spinal muscular atrophy 

(SMA) in patients with a clinical diagnosis of SMA type 1, 2 or 3, or with one to 

four copies of the SMN2 gene.1 

 

Based on data in the dossier and the advisory report of the Scientific Advisory 

Council – Medicinal Products Committee (WAR-CG), the National Health Care 

Institute concludes that treatment with risdiplam in patients aged 26 and older at 

the start of treatment with a clinical diagnosis of 5q SMA type 1, 2 or 3, or with 

one to four copies of the SMN2 gene, meets the criteria for CI at the start of 

treatment. It specifically concerns patients who cannot (or can no longer) be 

treated with nusinersen.  

 

Background 

The National Health Care Institute’s assessment in July 2022 was that, in the case 

of patients over 25 years old, there is insufficient evidence to assess whether 

risdiplam meets established medical science and medical practice (hereinafter also 

“SWP”) for this patient population. The National Health Care Institute stated an 

explicit wish in its package recommendation that risdiplam should be added to the 

current CI pathway for nusinersen.2 Risdiplam has a similar mechanism of action 

to nusinersen. The main difference between the two drugs is that risdiplam is 

available as a powder to make a drink or as a film-coated tablet to be swallowed 

(oral) whereas nusinersen is available as an injection to be administered via an 

epidural (intrathecal).1,3 The National Health Care Institute stated that a joint CI 

with nusinersen was the only option for demonstrating the effectiveness of 

risdiplam in all patients aged over 25 at the start of treatment. This unfortunately 

was not feasible. Given the rarity of the condition, it is not possible to set up an 

independent CI for risdiplam for the entire population aged over 25 at the start of 

 
1
 European Medicines Agency. Summary of Product Characteristics (SmPC) Evrysdi. 2024. 

2
 Package recommendation for the lock procedure medicinal product risdiplam (Evrysdi®) in 5q spinal muscular 

atrophy (SMA) | Opinion | National Health Care Institute 

3
 European Medicines Agency. Summary of Product Characteristics (SmPC) Spinraza. 2025 

mailto:VTgeneesmiddelen@zinl.nl
https://www.zorginstituutnederland.nl/publicaties/adviezen/2022/07/15/pakketadvies-sluisgeneesmiddel-risdiplam-evrysdi
https://www.zorginstituutnederland.nl/publicaties/adviezen/2022/07/15/pakketadvies-sluisgeneesmiddel-risdiplam-evrysdi
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treatment. Existing patients who can or could be treated with nusinersen are or 

were participating in the CI pathway for nusinersen. The request for CI for 

risdiplam is thereby restricted to patients who cannot (or can no longer) be 

treated with nusinersen. 

 

Disorder and available effectiveness data 

SMA is a rare hereditary muscular disease. The muscles get weaker and weaker. 

This leads to reduced range of motion, curvature of the spine, loss of arm and 

hand function and ultimately to paralysis of the respiratory muscles. How quickly 

this happens varies with the type (0 to 4). The classification into types is based on 

the age of onset of the condition and how severe the symptoms are.4,5  

 

Newborn babies have been screened for SMA through a heel-prick test since 

2022. Nowadays, most SMA patients are also treated with drugs. This means that 

growth of the prevalent untreated group of patients aged over 25 years will be 

zero.  

 

The National Health Care Institute’s assessment in July 2022 was that, in the case 

of patients over 25 years old, there is insufficient evidence to assess whether 

risdiplam meets SWP for this patient population.6 The effectiveness of risdiplam 

had only been studied in patients aged 25 or younger at the start of treatment. 

Whether risdiplam is also able to slow disease progression and loss of function in 

patients aged older than 25 at the start of treatment is to be investigated during 

CI.  

 

Research proposal 

The marketing authorisation holder proposes a single-centre, single-arm, open-

label, prospective phase 4 study in patients aged 26 and older at the start of 

treatment. Determination of whether risdiplam meets SWP for these patients will 

be done after the reimbursement decision for nusinersen for the current CI 

population. That CI population comprises patients aged 9.5 and over at the start 

of treatment. For patients aged 9.5 years or younger at the start of treatment, 

nusinersen is already reimbursed by the regular pathway. The reimbursement 

decision for nusinersen for the CI population is expected by the end of 2026. The 

marketing authorisation holder of risdiplam assumes a therapeutic effect 

comparable to nusinersen in the study proposal, in which the average change in 

arm function (measured by the Revised Upper Limb Module, RULM) per year 

during treatment with risdiplam will be compared against the average change in 

arm function during treatment with nusinersen. 

 

Two subpopulations are used for the statistical analysis: patients who cannot be 

given nusinersen and therefore could not participate in the nusinersen CI pathway 

(the naive subpopulation) and patients who were able to participate in the 

nusinersen CI pathway but can no longer be treated with that medicinal product 

(the switchers) (see Annex 1, Expected patient numbers, price and dosage of 

risdiplam (Evrysdi®)). The outcomes measured that are crucial for the final 

assessment by the National Health Care Institute include mobility and muscle 

function (RULM), quality of life, severe adverse effects and drop-outs due to 

 
4
 SMA Centre. What is spinal muscular atrophy (SMA)? 2025. 

5
 Spierziekten Nederland. Spinale spieratrofie (SMA). 2025. 

6
 National Health Care Institute. Package recommendation for the lock procedure medicinal product risdiplam 

(Evrysdi®) in 5q spinal muscular atrophy (SMA). 2022. 
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adverse effects. The measurements are made every 8 months. Each patient is 

followed for a minimum of 4 years. This means there will be a minimum of 

6 measurements for each patient at the end of the CI study. 

 

The National Health Care Institute, supported by the Scientific Advisory Council’s 

Medicinal Products Committee (hereinafter “WAR-CG”), concludes that a 

comparison against nusinersen is the highest feasible form of evidence obtainable, 

even if these patients cannot or can no longer be treated with nusinersen (see 

Annex 2, Appropriate evidence). Via the therapeutic effect being comparable to 

nusinersen, it is possible to make an indirect assessment of whether risdiplam has 

added value above the best supportive care in patients who cannot (or can no 

longer) be treated with nusinersen. A condition for the CI pathway to continue in 

this form is, however, that nusinersen for patients aged 9.5 and over at the start 

of treatment does meet SWP in the longer term.  

 

Assessment and conclusions 

Based on data in the CI dossier and the advice of the WAR-CG, the National 

Health Care Institute concludes that risdiplam meets the criteria for CI for treating 

patients aged 26 and older at the start of active treatment with a clinical diagnosis 

of 5q SMA type 1, 2 or 3, or with one to four copies of the SMN2 gene and who 

cannot or can no longer be treated with nusinersen, namely 

• that risdiplam was licensed in 2021 as an orphan drug7; 

• There is an unmet medical need for the group of patients who cannot or can 

no longer be treated with nusinersen; 

• The marketing authorisation holder is the dossier’s lead applicant; the co-

applicants are the attending physicians, an independent research centre and 

the patient association. This shows that parties find this remedy promising. 

• Based on the data collected by this study, it is expected that the package 

question will be answerable; 

• The National Health Care Institute expects that package inclusion question 

will be answered within 6.5 years. 

 

Advisory report 

Based on the above conclusions, we recommend that risdiplam (Evrysdi®) should 

be designated as a potential candidate for conditional inclusion. 

 

Phase 2 of the procedure will commence if you adopt this advisory report. In this 

phase, we ask the parties to formulate their plans in greater detail and to draw up 

a covenant setting out the agreements needed to ensure that the CI process is 

conducted carefully and successfully. The Ministry of Health, Welfare and Sport 

will have to conclude a financial arrangement with the marketing authorisation 

holder. On the completion of phase 2 (at which point a covenant will have been 

drawn up and a financial arrangement concluded), we will send you follow-up 

advisory report, on which you can base your final decision on including risdiplam 

in the CI pathway. 

 

 
7
 At Roche’s request, risdiplam was withdrawn from the register of indicated medicinal products in 

September 2023. The reason for this is that Roche created the Evrysdi Paediatric Investigation Plan (PIP) after 

the authorisation of risdiplam. With the completion of the PIP, risdiplam becomes eligible for a 6-month 

extension of the supplementary protection certificate (SPC). Because EMA regulations state that the orphan 

drug status may not be maintained if a company wants to use the SPC extension, Roche decided to withdraw 

the drug status. That notwithstanding, SMA is still an orphan indication and risdiplam still meets the criteria 

for an orphan drug. 
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Yours sincerely, 

 

 

 

 

 

M.J. Janssen  

Chair of the Executive Board 

 

cc: the applicants and co-applicants who submitted the research proposal 

 

Annexes 

Annex 1: Expected patient numbers, price and dosage of risdiplam (Evrysdi®) 

Annex 2: Evidence gap and appropriate evidence 
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Annex 1: Expected patient numbers, price and dosage of risdiplam 

(Evrysdi®) 

 

Estimate of the number of patients who will be treated with risdiplam (Evrysdi®) 

In the proposed CI pathway, two subpopulations can be distinguished in the 

overall population: 

1. The naive subpopulation (about 70 patients) 

These are patients who did not participate in the CI pathway for nusinersen 

because they could not be given nusinersen: still untreated (n≈30; SMA type 3) 

and the compassionate use programme (hereinafter “CUP”) (n≈40; SMA 

type 1C/2) 

2. The switchers (about 105 patients) 

These are the patients who had previously been treated with nusinersen as part 

of the CI. These either started risdiplam immediately after their treatment with 

nusinersen (n≈40) or after a period of no treatment (n≈65). 

 

Number of SMA patients aged >25 at the start of treatment 

The population of SMA patients aged >25 at the start of 

treatment 

Estimated 

number of 

patients 

Patients in the nusinersen CI pathway 

Expected number of switchers due to problems with 

nusinersen injections or some other unmet medical need 

In consultation with the centre of expertise, a proportion of patients being 

treated in the current nusinersen CI pathway will want to switch to the risdiplam 

CI due to existing or imminent medical reasons, including e.g. administration, 

efficacy, patient load or patient safety. 

80 

40 

Patients who are no longer being treated with nusinersen (CI 

drop-outs) 

These are patients who were treated with nusinersen in the CI pathway and 

stopped treatment due to problems with administration, adverse effects or 

insufficient effectiveness. 

65 

Patients whom it was never possible to treat with nusinersen 

These are patients who did not qualify for the nusinersen CI because of 

contraindications and were not eligible for the risdiplam CUP because they have 

SMA type 3. 

30 

Patients in the risdiplam CUP 

These are patients with SMA type 1C or 2 who started treatment after age 25 

and were (and still are) ineligible for treatment with nusinersen due to 

contraindications. At present, treatment with risdiplam in the CUP is paid for by 

Roche. 

40 

Total number in the CI for risdiplam 175 

CUP, compassionate use programme; SMA, 5q spinal muscular atrophy; CI, conditional inclusion 

 

Price and dosage of risdiplam (Evrysdi®) 

The pharmacy purchase price (PPP) of risdiplam (Evrysdi®) is €6,880 per 80 ml 

bottle containing 0.75 mg risdiplam per ml of the drink.8 There is a total of 60 mg 

risdiplam in each 80 ml bottle. The dosage of risdiplam varies depending on the 

patient’s age and weight.9 The highest dose of 5 mg per day can be administered 

 
8
 Z index. G standard July 2025. https://www.z-index.nl/g-standaard. 

9
 EMA. Summary of product characteristics for risdiplam (Evrysdi®) 2021. Last updated July 2025. 
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in patients aged 2 years and over with a body weight of 20 kg or more. Dosages 

of above 5 mg have not been studied. The current recommendation for conditional 

admission is aimed at patients aged 26 and older (at the start of treatment). All 

these patients are thus eligible for treatment with the highest dose of risdiplam. A 

bottle containing 60 mg of risdiplam allows a patient to be treated for 12 days 

(= 60 mg ÷ 5 mg/day). Each year, a patient therefore needs 31 bottles (= 365 ÷ 

12, rounded up). This brings the cost per patient per year to 31 x €6,880 = 

€213,280. No further account is taken in this calculation of the deductible and/or 

personal contributions, and patient compliance is assumed to be 100%. The table 

below gives an overview of the cost per patient per year.  

 

Cost per patient per year of risdiplam (Evrysdi®) for SMA patients aged 

>25 at the start of treatment 

Daily dose 5 mg 

Purchase price per package of 12 

doses (Pharmacy Purchase Price) 

€6,880 

Number of packages required per year 31 

Total annual costs per patient €213,280 
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Annex 2: Evidence gap and appropriate evidence 

 

Evidence gap 

The National Health Care Institute’s assessment in July 2022 was that, in the case 

of patients over 25 years old, there is insufficient evidence to assess whether 

risdiplam meets SWP for this patient population.10 Patients participating in the 

registration study of risdiplam in patients with SMA types 2 and 3 (the SUNFISH 

study) were aged up to 25. In this study, the greatest effects were seen in the 

youngest patients (those aged 2 to 5 years). The effectiveness seemed to 

decrease as age progressed, particularly in young adults (those aged 18 to 25). 

Given risdiplam’s mechanism of action (boosting functional SMN protein levels), in 

combination with the progressive course of SMA, it is expected that the greatest 

health gains can be achieved in the youngest patients who have not yet 

accumulated any disease-related damage. The National Health Care Institute 

therefore concluded that it is uncertain whether risdiplam has any added value in 

patients aged over 25 (who were not included in the study) in terms of slowing 

the progression of the disorder. There is, however, no evidence that risdiplam 

does not meet the SWP criterion in patients aged 26 and older at the start of 

treatment, as the data is not yet available. Without medical management, the 

daily functioning of these patients deteriorates progressively. Whether risdiplam is 

also able to slow disease progression and loss of function in these patients with a 

severe disorder and unmet treatment needs is to be investigated during CI. 

 

Appropriate evidence 

To determine the value of risdiplam versus best supportive care or nusinersen, 

directly comparative, randomised, blinded phase 3 studies would be preferred. 

However, the questionnaire on appropriate research used by the National Health 

Care Institute suggests that randomisation and selecting a control group would be 

difficult: 

 

• Both risdiplam and nusinersen are already licensed. It is therefore unethical 

to add a placebo arm to the studies. Moreover, SMA is a rare disorder and 

that limits the number of therapy-naive patients. Patients who can be treated 

with nusinersen are already reimbursed for nusinersen through the CI 

pathway. 

 

Carrying out an indirect comparison against the best supportive care is 

impossible: 

 

• There is no literature about best supportive care or the natural clinical course 

in which the HFMSE, RULM or ATEND have been used for this specific age 

group. In international publications where such datasets do exist, no further 

distinction is made between patients below or above the age limit of 25; 

these datasets cover a broad age range.  

• Professor Van der Pol’s research group examined motor scores 

(Hammersmith Functional Motor Scale – Expanded (HFMSE) and Motor 

Function Measure (MFM)) in adolescents and adults with SMA. This study 

shows that muscle mass and motor functions deteriorate steadily in older 

 
10

 National Health Care Institute. Package recommendation for the lock procedure medicinal product risdiplam 

(Evrysdi®) in 5q spinal muscular atrophy (SMA). 2022. 
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patients with SMA, with no periods of slower progression or plateaus.11 In 

Dutch patients older than 25, the RULM or ATEND were never used to survey 

patients before nusinersen was licensed, making comparison with a historical 

control cohort from the Netherlands in this specific age group impossible. As 

the majority of patients aged >25 are wheelchair users, the RULM is the 

primary outcome of this CI study. 

 

An indirect comparison with nusinersen on the crucial outcome (RULM) is however 

possible: 

 

• In the CI study of nusinersen in patients aged >9.5 (at the start of 

treatment), the HFMSE is the primary measure of outcome. Prior to 

treatment, the HFMSE was used to survey some of the patients at multiple 

points in time (during regular check-up visits). In patients with two or more 

measurements in the records before commencing nusinersen treatment, the 

slope (i.e. mean decrease in HFMSE score per year) was determined. This 

change in HFMSE is used as a control group in the nusinersen CI study. In 

addition, patients in the nusinersen CI pathway were given the RULM. 

However, no measurements were taken on this outcome in addition to a 

baseline measurement prior to treatment with nusinersen. All the patients in 

the CI study for risdiplam were aged >25 at the start of treatment. As the 

majority of patients aged >25 at the start of treatment are wheelchair users, 

the RULM rather than the HFMSE is the primary measure of outcome for the 

risdiplam CI study. The SMA knowledge centre has stated that the data from 

the nusinersen CI pathway will be analysed by no later than 1 January 2026 

and that a dataset for the group of patients aged 26 and older will be 

available for analysis. A comparison between treatment with nusinersen and 

risdiplam in patients in this age group can thereby finally be made. For those 

patients who cannot or can no longer be treated with nusinersen, this means 

that the question of whether risdiplam adds value above the best supportive 

care will be answered indirectly via nusinersen. This also means that the 

package inclusion question for risdiplam can only be answered once the 

National Health Care Institute has assessed that nusinersen meets SWP and 

therefore has added value compared to the best supportive care. 

 

The Netherlands is the only country where reimbursement of risdiplam (and 

nusinersen) is linked to the age at the start of treatment. The question of whether 

risdiplam is effective in patients aged over 25 at the start of treatment is 

therefore only an issue in the Netherlands. International publications do not 

clearly distinguish between patients who start treatment before and after they are 

26 respectively and whether they can or cannot (or can no longer) be treated with 

nusinersen. It is therefore not certain it will be possible to answer the package 

inclusion question using only the systematic review provided by the marketing 

authorisation holder at the end of the CI pathway. 
 

 
11

 Wijngaarde CA, Stam M, Otto LAM, et al. Muscle strength and motor function in adolescents and adults with 

spinal muscular atrophy. Neurology 2020; 95: e1988-e98. 
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