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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 15 January 2025   

Re: Package advice lock procedure medicinal product brexucabtagene 

autoleucel (Tecartus®) for acute lymphatic leukaemia 

 

 

Dear Ms Agema, 

 

The National Health Care Institute advises you on the assessment of 

brexucabtagene autoleucel (hereafter brexu-cel; Tecartus®) for the treatment of 

acute lymphatic leukaemia (ALL). The reason for this advice was brexu-cel being 

placed in the ‘lock procedure’ for expensive medicinal products. 

 

B-cel ALL is a type of cancer that involves the overproduction of immature B-

lymphocytes in the bone marrow. The build-up of B lymphocytes in the bone 

marrow prevents the production of other blood cells, causing a shortage of red 

blood cells, platelets and mature white blood cells. In the Netherlands, 

approximately 220 patients are diagnosed with ALL every year. The 5-year 

survival rate is on average 56%, but is significantly worse in relatively elderly 

patients. Patients are currently treated with blinatumomab, inotuzumab 

ozogamicin (IO) or chemotherapy. 

 

Registered indication  

Brexu-cel is indicated for the treatment of adult patients aged 26 years and older 

with recurrent or refractory B-cell precursor acute lymphoblastic leukaemia (r/r B-

cell ALL). 

 

Claim by the marketing authorisation holder  

Brexu-cel for the treatment of adult patients aged 26 years and older with r/r B-

cell ALL has added value compared to the current standard treatment with 

blinatumomab, inotuzumab ozogamicin (IO) or chemotherapy. 

 

Package advice  

The National Health Care Institute advises you not to include brexu-cel for r/r B-

cell ALL in the basic health care package. The National Health Care Institute has 

established that brexu-cel for the indication mentioned meets the legal criterion of 

'established medical science and medical practice' and that there is an added 

value compared to the standard treatment with blinatumomab, inotuzumab 

ozogamicin (IO) or chemotherapy. However, the cost-effectiveness analysis 

provided by the marketing authorisation holder is of insufficient quality. The 

results can therefore not be used in decision-making. This means that the 

National Health Care Institute cannot advise you regarding any price negotiations 
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you might conduct. The National Health Care Institute is aware that the outcome 

of the National Health Care Institute’s assessment will be disappointing both for 

patients and practitioners. The National Health Care Institute therefore invites the 

marketing authorisation holder to modify and re-submit the pharmaco-economic 

analysis. 

 

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 

criteria1: effectiveness2, cost-effectiveness3, necessity4 and feasibility5. The 

Scientific Advisory Board (WAR) advises the National Health Care Institute on the 

(scientific) basis and the conclusion of the assessment. Stakeholders are 

consulted during the process. 

 

Comprehensive weighting of package criteria  

Effectiveness  

Established medical science and medical practice 

The effectiveness and safety of brexu-cel were investigated in the single-arm 

open-label phase 2 study (ZUMA-3) in adult patients with r/r B-cell ALL. A single-

arm study appears to be the highest achievable evidence because of the rarity of 

the disease and the preference for brexu-cel over existing treatments. The results 

of the ZUMA-3 study were indirectly compared with an external control cohort 

(SCHOLAR-3). Treatment with brexu-cel resulted in a significant clinically relevant 

extension of overall survival of at least 19.2 months compared to the standard 

treatment (hazard ratio (HR): 0.35 (95% confidence interval (CI): 0.18 – 0.70). 

The results are uncertain because it concerns an indirect comparison with a 

limited amount of patients. There are also relevant differences between the 

patients in the study, the control cohort and patients in Dutch practice (among 

other things with regard to the use of the different standard treatments and the 

use of stem cell transplantation as follow-up treatment). In the ZUMA-3 study, a 

clinically relevant improvement in quality of life was observed at 3 months. 

Because data on the quality of life of patients for the standard treatment are 

lacking, it is not possible to make an indirect comparison. Despite these 

uncertainties, the National Health Care Institute has sufficient confidence that 

brexu-cel will also lead to a clinically relevant survival gain in Dutch practice.  

 

Brexu-cel treatment is associated with many serious intervention-related adverse 

 
1
 Real-world package management 4 (2023). National Health Care Institute, Diemen. Via 

www.zorginstituutnederland.nl.  
2
 Assessment of the established medical science and medical practice (2023). National Health Care Institute. Via 

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

4
 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 the report on real-world package management 4 (2023). 
5
 The package criterion of feasibility deals with whether it is feasible or sustainable to include a specific form of 

care in the basic health care package. It is therefore mainly a test of a number of implementation aspects, 

such as the health care organisation, the support base, ethical and legal aspects, budget impact, etc. See the 

report on real-world package management 4 (2023). 
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reactions, such as cytokine release syndrome (CRS) and neurological toxicity. The 

National Health Care Institute considers it likely that the additional serious 

adverse reactions of brexu-cel are manageable, as it is administered in a qualified 

treatment centre with extensive experience in CAR-T therapy. 

 

Based on the above, the National Health Care Institute concludes that brexu-cel 

for the treatment of adult patients aged 26 years and older with r/r B-cell ALL 

complies with the established medical science and medical practice, with brexu-cel 

having added value compared to standard treatment with blinatumomab, IO or 

chemotherapy. 

 

Cost-effectiveness  

The cost-effectiveness analysis (CEA) provided by the marketing authorisation 

holder is of insufficient quality. As a result, the National Health Care Institute 

cannot provide a methodologically reliable estimate of cost-effectiveness. Several 

key assumptions in the model that have a significant impact on outcomes are not 

sufficiently substantiated. The marketing authorisation holder did not perform 

several analyses requested by the National Health Care Institute, so the impact of 

certain factors on cost-effectiveness cannot be identified. Finally, the marketing 

authorisation holder did provide additional, more recent data during the 

consultation round, but did not adequately incorporate this information into the 

model. Due to these limitations, the National Health Care Institute cannot provide 

reliable advice for any price negotiation. 

 

Budget impact analysis  

The National Health Care Institute estimates that in year 3, after its inclusion in 

the basic healthcare package, 23 patients per year will be treated with brexu-cel 

for the specified indication. The cost of a single administration of brexu-cel is 

€360,000. The total costs per patient per year are €277,818. These costs include 

conditioning chemotherapy and bridging chemotherapy and assume that not 

everyone starting the CAR-T pathway will actually receive all treatments 

(including brexu-cel). This results in possible macro costs of €6.4 million in the 

third year. When substitution of blinatumomab, IO and chemotherapy are also 

taken into account, the budget impact in year 3 is €4.6 million. 

 

There is uncertainty about patient numbers and the distribution of the medicinal 

products that will be substituted. In addition, health care insurers may have made 

price arrangements for blinatumomab and IO, which will actually increase the 

budget impact of brexu-cel. 

 

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 


