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> Return address PO Box 320, 1110 AH Diemen 

To the Minister of Health, Welfare and Sport  

P.O. Box 20350  

2500 EJ THE HAGUE   

 

 

 

 

 

 

 

Date 12 March 2025 

Re: GVS advice on the expansion of further condition for CGRP inhibitors 

erenumab (Aimovig®), galcanezumab (Emgality®) and 

fremanezumab (Ajovy®) for migraine 

 

 

Dear Ms Agema, 

 

The National Health Care Institute hereby advises on the expansion of the List 2 

conditions for the application of the subcutaneous CGRP inhibitors1 erenumab 

(Aimovig®), galcanezumab (Emgality®) and fremanezumab (Ajovy®) for the 

prevention of episodic migraine (EM). This advice was prompted by your request 

in the letter of 2 September 2024 (CIBG-24-07333).  

 

Condition 

Migraine is a condition with intense headache attacks. In the Netherlands, some 2 

million people are regularly affected by migraine. It is most common among 

women between 40 and 54 years. A migraine attack occurs because something 

goes wrong in the nervous system. First, the blood vessels in the head tighten, 

and then they expand strongly. The vasodilation causes the headache. Migraine 

attacks can last for 4 – 72 hours and limit daily activities. Approximately one-third 

of patients may experience an aura prior to or during a migraine attack, where 

they see light flashes or dark spots and/or experience tingling in a hand, arm or 

around the mouth. These symptoms will pass when the headache begins. This is 

usually within an hour. In clinical practice, two forms of migraine are 

distinguished. The severity of the symptoms is the same in both forms. In 

episodic migraine (EM), seizures are less frequent than in chronic migraine (CM). 

EM can change to CM and vice versa. The distinction is important because it 

determines the choice of treatment options.  

 

Registered indication 

Erenumab, fremanezumab, galcanezumab are indicated for prophylaxis of 

migraine in adults who have at least 4 migraine days per month. 

 

These medicinal products have already been registered and are subject to 

conditions for reimbursement for certain patients with CM.  

 

Marketing authorisation holder claim 

Erenumab, fremanezumab, galcanezumab have an added value compared to 

 
1
 In the literature, these are called CGRP monoclonal antibodies (CGRP-mAbs). 
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placebo for the prophylaxis of EM in adults with at least 4 migraine days per 

month, as the last treatment option after failure of treatment with the 5 

categories of migraine prophylactics listed in the current guideline: angiotensin 

receptor blocker (candesartan), beta-blockers (metoprolol or propranolol), anti-

epileptics (topiramate or valproate), calcium receptor antagonists (flunarizine), 

and tricyclic anti-depressants (amitriptyline), regardless of the order. 

 

In 2023, the National Health Care Institute advised your predecessor not to 

include these CGRP inhibitors in the health insurance package for EM.2 At the 

time, although they met the legal criterion of 'established medical science and 

medical practice' and there was added value compared to standard treatment, the 

joint cost-effectiveness analysis of the three marketing authorisation holders was 

of insufficient quality for decision-making. As a result, the National Health Care 

Institute was unable to issue (transparent) advice for a possible price negotiation. 

 

 

Package advice 

In September 2024, the three marketing authorisation holders submitted an 

updated cost-effectiveness analysis that was improved in key areas. Following its 

reassessment, the National Health Care Institute, supported by its Scientific 

Advisory Board (WAR), has established that the analysis is now of sufficient 

quality for decision-making. The National Health Care Institute advises you to 

include the 3 CGRP inhibitors also for EM in the health insurance package, 

provided that volume-related price reductions (e.g.  volume discounts) of 25% 

and higher can be agreed with the marketing authorisation holders.3 In the 

opinion of the National Health Care Institute, a budget cap should also be 

considered. In the short term, the National Health Care Institute will also start 

consultations with the directly involved field parties on (adjustment of the) 

appropriate use arrangements.  

 

We explain the preparation of this package advice below. 

 

General 

At your request, the National Health Care Institute assesses whether care should 

be part of the standard health insurance package from the perspective of the 

basic healthcare package paid from joint premiums. The National Health Care 

Institute assesses on the basis of the four package criteria4: effectiveness5cost-

effectiveness6, necessity7 and feasibility8. The Scientific Advisory Board (WAR) 

 
2
 See advice letter dated 11 July 2023 (ref. 2023026788) 

3
 The worldwide turnover of each of the three medicinal products in 2023/2024 was between €323 million and 

€1.4 billion according to the ACP advice. The National Health Care Institute assumes that the development 

costs have now been recouped, and that, in this context, volume-related price reductions are not 

unreasonable.  

4
 Real-world package management 4 (2023). National Health Care Institute, Diemen. Via 

www.zorginstituutnederland.nl.http://www.zorginstituutnederland.nl  

5
 Assessment of the established medical science and medical practice (2023). National Health Care Institute. Via 

www.zorginstituutnederland.nl.http://www.zorginstituutnederland.nl  

6
 Cost-effectiveness report (2015). National Health Care Institute, Diemen. Via 

www.zorginstituutnederland.nl.http://www.zorginstituutnederland.nl  

7
 Necessity is related to both the medical need due to the severity of a disease for the patient (burden of disease) 

and the need to insure something. See: Real-world package management 4 (2023).  

8
 The package criterion of feasibility deals with whether it is feasible or sustainable to include a specific form of 

care in the basic healthcare package. It is therefore primarily a test of implementation aspects such as the 

care organisation, support base, ethical and legal aspects, budget impact and so on. See: Real-world package 

management 4 (2023). 

http://www.zorginstituutnederland.nl/
http://www.zorginstituutnederland.nl/
http://www.zorginstituutnederland.nl/
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advises the National Health Care Institute on the (scientific) basis and the 

conclusion of the assessment. If there are risks regarding the accessibility and 

affordability, the assessment of the package criterion of effectiveness (established 

medical science and medical practice) will be placed in the wider societal context 

of the four package criteria. The Insured Package Advisory Committee (ACP) 

advises the Executive Board of the National Health Care Institute in this regard. 

This societal weighting results in the package advice. Stakeholders are consulted 

during the process. 

 

Comprehensive weighting of package criteria 

Effectiveness 

Established medical science and medical practice 

In 2023, after consulting the WAR, the National Health Care Institute had already 

concluded that these CGRP inhibitors for EM met the legal criterion of 'established 

medical science and medical practice'. In clinical studies, 25% of patients with EM 

had a clinically relevant effect (at least a 50% reduction in the number of 

migraine days) when taking a CGRP inhibitor compared to placebo. The number of 

days that acute (migraine-specific) medication must be used would also decrease 

accordingly. As with the assessment for CM, stop criteria are important to ensure 

the effective use. The beneficial effect on the reduction of the number of migraine 

days per month is maintained with long-term use (1 to 5 years). The use of a 

CGRP inhibitor may also have a positive and clinically relevant effect on the 

quality of life of patients with EM. The use of a CGRP inhibitor does not lead to 

more serious side effects or to more treatment discontinuations due to side effects 

in the short term compared to placebo. CGRP inhibitors also appear to be (very) 

well tolerated in a longer-term study up to 1 year. Based on the data that has 

been assessed, the National Health Care Institute concluded that the CGRP 

inhibitors have an added value over placebo in the prophylaxis of EM with at least 

4 migraine days per month, following failure of treatment with the 5 categories of 

migraine prophylactics listed in the NVN guideline. 

 

Cost-effectiveness 

In 2023, the National Health Care Institute concluded that the jointly submitted 

cost-effectiveness analysis  by the three marketing authorisation holders lacked 

sufficient quality for decision-making in a number of critical areas. This concerned 

in particular the lack of transparency in the determination of monthly migraine 

days for responders and non-responders in the groups treated with CGRP 

inhibitors or placebo, and uncertainties about the estimation and justification of 

productivity costs.9 The National Health Care Institute, supported by the WAR, 

has found that the cost-effectiveness analysis now submitted has improved in 

these crucial areas of criticism, so that the results can now be used in decision-

making. In the most realistic analysis, the National Health Care Institute arrives at 

an ICER of €40,364 per QALY. Based on a burden of disease of 0.17 for EM10 and 

the related reference value of €20,000 per QALY, the average price of the CGRP 

inhibitors should decrease by at least 25% in order to be used cost-effectively in 

this indication.  
  

 
9
 Productivity costs and gains are crucial input parameters for the cost-effectiveness estimation of treatment for a 

condition such as migraine, which often occurs in young women who are still in employment. 

10
 For CM, the burden of disease is 0.53 and a reference value of up to €50,000/QALY applies; see ‘Ziektelast in 

de praktijk’ (burden of disease in practice) (2018), via www.zorginstituut.nl. Since the CGRP inhibitors were 

assessed as cost-effective in terms of pricing due to this high burden of disease, price negotiations were not 

conducted at the time.http://www.zorginstituut.nl 

http://www.zorginstituut.nl/
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Budget-impact analysis 

Based on the assumptions of, among others, the number of patients and market 

penetration, the National Health Care Institute estimated in 2023 that 

reimbursement of these CGRP inhibitors as prophylaxis for EM will create 

additional costs for the pharmacy budget of between €10.3 million (scenario 1) 

and €20.3 million (scenario 2) in year 3 following the expansion of the 

conditions.11 Scenario 1 estimates that in the third year following expansion of 

further conditions, 2,055 patients with EM will be treated with CGRP inhibitors. In 

scenario 2, there would be 3,549 patients. The significant difference between 

these scenarios illustrates that there is uncertainty about the number of patients 

with EM who, in practice, are actually treated with a CGRP inhibitor after 6 

months. An analysis of the reimbursement data carried out by the National Health 

Care Institute related to the use of these products for CM in 2023 confirmed that 

the number of patients who are treated longer is indeed likely to be significantly 

higher than measured in clinical trials. Under the assumption that the appropriate 

use arrangements for CM will also apply for the most part to EM, this analysis was 

also the starting point in the BIA for CM and in scenario 1 in the BIA for EM.  

In December 2024, it was estimated that the expenditure for CGRP inhibitors had 

increased to an estimated €31 million.12 That is more than €15.7 million, the 

amount estimated by the National Health Care Institute in 2021 in the 3rd year 

after inclusion in the health insurance package for CM. Although the number of 

users of CGRP inhibitors in 2024 accounted for only 2.8% of all users of migraine 

medication, the expenditure of these products was 57% of all expenditure for 

migraine medication. Based on this market information, the National Health Care 

Institute assumes additional costs for EM from the pharmacy budget of €20.3 

million (scenario 2) in the 3rd year following the expansion of the conditions. 

 

 

ACP advice (social weighting) 

The Insured Package Advisory Committee (ACP) acknowledges the importance of 

reimbursing CGRP inhibitors for the treatment of EM. However, it believes that 

this can only be done at a price that is acceptable to the general public. A volume-

related price reduction of at least 25% on the asked price should be the starting 

point. As the recent market information on the above-average strong growth in 

spending for CGRP inhibitors for CM gives rise to major concerns about the 

number of patients with EM who will be treated with it, the ACP recommends that 

appropriate use arrangements also be made for EM, and that price-volume 

agreements or a budget cap should be considered.  

 

In conclusion, the National Health Care Institute recommends that you include the 

3 CGRP inhibitors for EM in the health insurance package as well, provided that 

volume-related price reductions (e.g.  volume discounts) of 25% and above can 

be agreed with the marketing authorisation holders. 
  

 
11

 The annual costs at the completion of the budget-impact analysis (BIA) in 2023 ranged from €5,400 to €6,009 

per patient depending on the product. Upon completion of the reassessment of the PE analysis (January 

2025), list prices of erenumab, fremanezumab and galcanezumab were found to have decreased by 8% as of 

October 2024. The costs per 12-week cycle are now €1,219.40. The annual costs per patient are now €5,284. 

12
 Source: Stichting Farmaceutische Kengetallen (SFK); see Pharmaceutisch Weekblad, December 2024. 
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Should you need any further information, please do not hesitate to contact us. 

The assessment reports have been added as annexes (pharmacotherapeutic 

report, budget-impact analysis, pharmaco-economic report). 

 

Yours sincerely, 

 

 

 

 

M.J. Janssen  

Chairperson of the Executive Board 


