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Dear Ms van Ark, 

 

In this letter, The National Health Care Institute advises you about 

elexacaftor/tezacaftor/ivacaftor (Kaftrio®) in combination with ivacaftor 

monopreparation (Kalydeco®) (hereafter: triple therapy) for the treatment of 

patients with cystic fibrosis (CF). 

 

The reason for this advice is your request of 12 January 2021 (CIBG-21-01333) 

for a substantive review to determine whether the aforementioned triple therapy 

is interchangeable with another medicinal product included in the medicine 

reimbursement system (GVS). 

 

For technical reasons, elexacaftor/tezacaftor/ivacaftor (Kaftrio®) can be placed on 

List 1B and the aforementioned combination treatment has a therapeutic added 

value compared to standard care. 

However, there are uncertainties about the long-term effects, the budget impact 

is high and cost-effectiveness is very unfavourable. The National Health Care 

Institute therefore recommends that you do not include 

elexacaftor/tezacaftor/ivacaftor (Kaftrio®) in combination with ivacaftor 

(Kalydeco®) in List 1B of the GVS unless the following conditions are met: 

- A price reduction of at least 75 percent for the triple therapy in 

combination with ivacaftor monopreparation; the National Health Care 

Institute advises you to renegotiate with the manufacturer for a price 

agreement for all CTFR modulators. The National Health Care Institute 

also advises you to negotiate about future indication extensions. 

- Reaching agreement with the physicians association on the 

appropriate use of the efficient treatment application. 

- The collection of long-term data by the physicians association to 

evaluate the effectiveness and safety of the triple therapy in combination 

with ivacaftor monopreparation. 

The National Health Care Institute also advises you to enter into a European 

collaboration for (price) negotiations and data collection. 

 

I would like to explain our findings and final conclusion below. 
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Elexacaftor/tezacaftor/ivacaftor (Kaftrio®) and ivacaftor (Kalydeco®) 

Patients with cystic fibrosis can be divided into different subgroups based on their 

genetic profile. CFTR modulators are medicinal products that focus specifically on 

the CFTR gene that plays a crucial role in cystic fibrosis. 

 

Kaftrio® is a combination tablet. Each film-coated tablet contains 100 mg 

elexacaftor, 50 mg tezacaftor and 75 mg ivacaftor. 

Elexacaftor/tezacaftor/ivacaftor (Kaftrio®) is indicated in a combination schedule 

with ivacaftor (Kalydeco®) 150 mg tablets for the treatment of patients aged 12 

years and older with cystic fibrosis who are homozygous for the F508del mutation 

in the CFTR gene (hereafter: the homozygous subgroup) or who are heterozygous 

for the F508del mutation with a minimal function mutation (hereafter: the 

heterozygous subgroup). 

 

For ivacaftor (Kalydeco®), the following conditions apply: 

Ivacaftor only for cystic fibrosis patients with the gating mutations for which 

ivacaftor is registered, or only in combination with tezacaftor/ivacaftor for the 

treatment of cystic fibrosis (CF) patients aged 12 years and older who are 

homozygous for the F508del mutation in the CFTR gene. 

 

General 

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

should be part of the insured package. The National Health Care Institute bases 

its decision from the perspective of the health insurance package paid from joint 

premiums. We take into consideration the degree of certainty that this will be 

achieved, both in the scientific sense, as well as in terms of public support, and 

we consider the efficiency and transparency aspects. In this, the National Health 

Care Institute is advised by two independent committees: the Scientific Advisory 

Board (WAR) for the assessment of the established medical science and medical 

practice criterion and the determination of the cost-effectiveness, and the Insured 

Package Advisory Committee (ACP) for the social assessment. We also consulted 

stakeholders during the assessment process. 

 

The National Health Care Institute has assessed the triple therapy in combination 

with ivacaftor monopreparation on the basis of the four package criteria1: 

effectiveness2, cost-effectiveness3, necessity and feasibility. 

 
Integral weighting package criteria 
 
Patients from the homozygous subgroup are currently treated with CFTR 
modulators lumacaftor/ivacaftor (Orkambi®) or tezacaftor/ivacaftor (Symkevi®) 
in combination with ivacaftor monopreparation (Kalydeco®). The triple therapy 

combined with ivacaftor monopreparation has a therapeutic added value for the 
homozygous subgroup of patients, compared to the current standard treatment 
with CFTR modulators. 
 

Patients from the heterozygous subgroup are not currently treated with CFTR 
modulators. Therefore, for these patients, the comparative treatment is standard 

                                                 
1
 Real-world package management 3 (2013). National Health Care Institute, Diemen. Via 

www.zorginstituutnederland.nl  
2
 Established medical science and medical practice assessment: updated version (2015). National Health Care 

Institute, Diemen. Via www.zorginstituutnederland.nl 
3
 Cost-effectiveness report (2015). National Health Care Institute, Diemen. Via www.zorginstituutnederland.nl  

http://www.zorginstituutnederland.nl/
http://www.zorginstituutnederland.nl/
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symptomatic treatment. For patients from the heterozygous subgroup, the 
aforementioned triple therapy combined with ivacaftor monopreparation has a 
therapeutic added value compared to standard symptomatic treatment. 

 
For both subgroups, treatment with triple therapy combined with ivacaftor 
monopreparation results in clinically relevant improvement of pulmonary function 
(ppFEV1) compared to standard care. The triple therapy in combination with 

ivacaftor monopreparation potentially reduces the number of pulmonary 
exacerbations. The beneficial effects of this triple therapy have a clinically 
relevant effect on the reduction of respiratory symptoms in cystic fibrosis 
patients. The triple therapy in combination with ivacaftor monopreparation has a 

favourable safety profile, is well tolerated by patients and in the clinical study, 
there were few patients who discontinued treatment due to its side effects. 
 
This is an effective treatment. Not only do patients have fewer symptoms and 
therefore a better quality of life; they also use less inflammatory inhibitors, they 

are less often hospitalized, they are less likely to undergo a lung transplant, and 
they are better able to participate in the fabric of society and in the labour 
market. 
 

Uncertainty long-term effects 
The therapeutic added value of the aforementioned combination treatment 
compared to standard care has been demonstrated only for a 40-week treatment 
period for the patients from the homozygous subgroup and 48 weeks for the 

patients from the heterozygous subgroup. Therefore, there is uncertainty about 
the long-term effects of triple therapy in combination with ivacaftor 
monopreparation. 
 
Budget impact 

Taking into account the number of patients to be treated with triple therapy, 100 
percent market penetration and 88 percent patient compliance, the inclusion of 
the triple therapy in List 1B of the GVS and an extension of further conditions for 
ivacaftor monopreparation in the treatment of the homozygous and heterozygous 

subgroups of patients, will mean additional costs of €69.4 million in the third year, 
charged to the pharmaceutical budget. Without substitution, the additional costs 
charged to the pharmaceutical budget will be €156.4 million in the third year. 

 

Cost-effectiveness 

The National Health Care Institute concludes that the cost-effectiveness analysis 

of triple therapy in combination with ivacaftor monopreparation in the treatment 

of the homozygous and heterozygous subgroups of cystic fibrosis patients is of 

sufficient methodological quality. 
 

In a previous assessment, the cost-effectiveness of lumacaftor/ivacaftor 

(Orkambi®) was determined for CF patients with the homozygous F508del 

mutation. For lumacaftor/ivacaftor (Orkambi®), you have negotiated the price. 

The National Health Care Institute has drawn up a scenario for the current 

assessment of cost-effectiveness based on the previously recommended price of 

lumacaftor/ivacaftor (Orkambi®) (a price drop of 80%), because this is the 

maximum price we, as a society, are willing to pay for lumacaftor/ivacaftor 

(Orkambi®). Based on this scenario, with a price drop of 80 percent, the National 

Health Care Institute arrives at an ICER of €414,484 per QALY. In this case, the 

price of the triple therapy in combination with ivacaftor monopreparation must 

decrease by 75 percent to fall within the reference value of €50,000 per QALY. 

 

In the case of the heterozygous subgroup, there is a deterministic ICER of 
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€283,991/QALY. For this indication, the price should decrease by about 70 

percent to fall below the reference value of €80,000 per QALY. 

 
The National Health Care Institute takes the view that there are further 
arguments why a significantly lower price should be used, namely: 

• The marketing authorisation holder expects two new approved indications for 

this combined treatment in 2021. The number of patients eligible for this 

combination treatment is expected to increase by approximately 300 

patients. After 2021, other indication extensions will follow. Indication 

extensions will also be taking place for other CFTR modulators (ivacaftor 

(Kalydeco®), tezacaftor/ivacaftor (Symkevi®). 

• All available CFTR modulators are made by the same marketing authorisation 

holder. Elexacaftor/tezacaftor/ivacaftor (Kaftrio®) is a combination tablet 

with elexacaftor added to an existing combination (tezacaftor/ivacaftor 

(Symkevi®). It is not known what the clinical effect of elexacaftor is as a 

monopreparation. The National Health Care Institute notes that the 

introduction of elexacaftor/tezacaftor/ivacaftor is based on already developed 

knowledge, which will have reduced the investment and risks involved in this 

combination treatment; the marketing authorisation holder has already been 

partially compensated through reimbursement for the previous medicinal 

products. 

• The follow-up duration of the studies was very limited and there is 

uncertainty about the long-term effects. 
 

Final conclusion 
For technical reasons, elexacaftor/tezacaftor/ivacaftor (Kaftrio®) can be placed on 
List 1B and the aforementioned combination treatment has a therapeutic added 
value compared to standard care. However, there are uncertainties about the 

long-term effects, the budget impact is high and cost-effectiveness is very 
unfavourable. The National Health Care Institute therefore recommends that you 
do not include elexacaftor/tezacaftor/ivacaftor (Kaftrio®) in combination with 
ivacaftor (Kalydeco®) in List 1B of the GVS unless the following conditions are 

met: 
- A price reduction of at least 75 percent for the triple therapy in 

combination with ivacaftor monopreparation; the National Health Care 
Institute advises you to renegotiate with the marketing authorisation 
holder for a price agreement for the entire portfolio, so for all CTFR 

modulators. The National Health Care Institute also advises you to 
negotiate about future indication extensions. 

- Reaching agreement with the physicians association on the appropriate 
use of the efficient treatment application. 

- The collection of long-term data by the physicians association to evaluate 
the effectiveness and safety of the triple therapy in combination with 
ivacaftor monopreparation. The National Health Care Institute will use this 
data to monitor long-term effects. 

The National Health Care Institute also advises you to enter into a European 
collaboration for (price) negotiations and data collection. 
 
When the application of elexacaftor/tezacaftor/ivacaftor (Kaftrio®) is included in 
the package after a successful price negotiation, the National Health Care Institute 

recommends the following reimbursement conditions: 
 

Condition elexacaftor/tezacaftor/ivacaftor (Kaftrio®) 
Only in combination with ivacaftor (Kalydeco®) for the treatment of patients aged 

12 years and older with cystic fibrosis who are homozygous for the F508del 
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mutation in the CFTR gene or who are heterozygous for the F508del mutation with 
a minimal function mutation. 

 

Extension condition for ivacaftor (Kalydeco®): 
Only in combination with elexacaftor/tezacaftor/ivacaftor (Kaftrio®) for the 
treatment of patients aged 12 years and older with cystic fibrosis who are 
homozygous for the F508del in the CFTR gene or who are heterozygous for the 

F508del mutation with a minimal function mutation. 
 

Yours sincerely, 

 

 

 

 

Sjaak Wijma 

Chair of the Executive Board 
 


