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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 27 May 2025 

Subject Package advice about the lock procedure medicinal product 

epcoritamab (Tepkinly®) for the treatment of diffuse large B-cell 

lymphoma (DLBCL) 

 

 

Dear Ms Agema, 

 

The National Health Care Institute hereby advises you about the assessment of 

epcoritamab (Tepkinly®) for the treatment of adult patients with relapsed or 

refractory (R/R) diffuse large B-cell lymphoma (DLBCL) after two or more lines of 

systemic therapy. The reason for this advice was the placement of epcoritamab in 

the lock procedure for expensive medicinal products. The National Health Care 

Institute advises you not to include epcoritamab for this indication in the basic 

healthcare package. 

 

Disorder 

DLBCL is the most common form of lymph node cancer. This is also known as 

non-Hodgkin lymphoma. This condition is diagnosed in about 1600 people 

annually in the Netherlands, mostly at ages between 65 and 74. If they are 

treated, 50 to 80% of them will still be alive after 5 years. In 10 to 15% of 

patients, however, there will be disease progression during the treatment. The 

disease is then said to be ‘refractory’. In about 20 to 30% of patients, the disease 

reappears after being cured; it is then said to be ‘relapsing’. The standard first-

line therapy consists of chemo-immunotherapy (CIT). If CIT is ineffective or not 

sufficiently effective, stem cell transplantation is possible if the patient is still fit 

enough for it. If not, no cure is possible. Treatment then focuses on prolonging 

life and maximising the quality of life. 

 

Licensed indication  

Epcoritamab is indicated as a monotherapy for the treatment of adult patients 

with relapsed or refractory diffuse large cell B-cell lymphoma (R/R DLBCL) after 

two or more lines of systemic therapy. 

 

Epcoritamab is also indicated as a monotherapy for the treatment of adult 

patients with relapsed or refractory follicular lymphoma (FL) after two or more 

lines of systemic therapy. That indication is outside the scope of this 

recommendation. 

 

Claim by the marketing authorisation holder 

Epcoritamab has added value for the DLBCL indication compared to the standard 

mailto:warcg@zinl.nl
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treatment. 

 

Package advice 

The National Health Care Institute advises you not to include epcoritamab in the 

basic health insurance package for the treatment of adult patients with R/R DLBCL 

after two or more lines of systemic therapy. The National Health Care Institute 

has determined that epcoritamab does not meet the legal criterion of ‘established 

medical science and medical practice’ (hereinafter “SWP”) for this indication. 

 

We have explained the preparation of this package advice below. 

 

General 

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

should be part of the standard health insurance package, from the 

perspective of the health insurance package paid from joint premiums. The 

National Health Care Institute makes its assessments based on the four package 

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

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

the scientific support and the conclusion of the assessment. If there are risks 

regarding the accessibility and affordability, the assessment of the package 

criterion of effectiveness (SWP) will be placed in the wider social 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 social 

weighting results in the package advice. The various stakeholders will be 

consulted during the process. 

 

As epcoritamab does not meet the legal criterion of SWP for the above indication, 

a comprehensive assessment of the four package criteria and advice from the ACP 

is not relevant in this case.  

 

Comprehensive assessment of the package criteria  

Effectiveness & established medical science and medical practice 

The European Medicines Agency (EMA) has conditionally licensed epcoritamab as 

a monotherapy for the above-mentioned indication. This licence relies on the 

results of a single-arm phase I/II study (EPCORE NHL-1) among 157 patients 

aged ≥18, including some with R/R DLBCL. This study did not directly compare 

epcoritamab against chemo-immunotherapy (CIT). To assess the results against 

established medical science and medical practice, the National Health Care 

Institute therefore had to compare these treatments indirectly. This was done 

using the results of the EPCORE NHL-1 (epcoritamab) and SCHOLAR-1 (CIT) 

studies. The study populations differed significantly in terms of nature, severity 

 
1
 ‘Real-world insured package management 3’ (2023). National Health Care Institute, Diemen (NL). Via 

www.zorginstituutnederland.nl. 

2
 Assessment of the established medical science and medical practice, 2023, National Health Care Institute, 

Diemen (NL) Via www.zorginstituutnederland.nl. 

3
 ‘Healthcare cost-effectiveness assessment framework’ (2024) National Health Care Institute, Diemen (NL). Via 

www.zorginstituutnederland.nl. 

4
 Necessity is related to the medical need due to the severity of a disease for the patient (burden of disease) and 

the need to insure something. See report number 4 on real-world insured package management (2023). 

5
 The feasibility criterion deals with whether it is feasible or tenable to include a specific type of care in the basic 

health care package. It is 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 report number 4 on real-

world insured package management (2023). 

http://www.zorginstituutnederland.nl/
http://www.zorginstituutnederland.nl/
http://www.zorginstituutnederland.nl/
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and disease progression. However, evidence obtained in an indirect comparison of 

the crucial outcome measures of overall survival (OS) and progression-free 

survival (PFS) is a priori of very low quality. The lower the quality of the evidence, 

the more convincing the remaining arguments must be if it is to be established 

with confidence that an oncology drug meets the criterion of SWP.6 

 

Of the 157 patients in the single-arm phase I/II (EPCORE NHL-1) trial with 

epcoritamab, only 29 met the conditions in terms of background sufficiently well 

to allow indirect comparison of their treatment outcome OS against the OS 

outcome of the 340 patients with R/R DLBCL treated with CIT in the SCHOLAR-1 

trial.7 The median OS in the 29 patients treated with epcoritamab was 

18.5 months (95% CI 11.7–27.7). For the 340 patients treated with CIT, this 

figure was 6.3 months (95% CI 5.9–7.0). Although the 12.2-month difference in 

OS is both numerically high and clinically relevant, the very low quality of the 

evidence makes this effect highly uncertain in practice. In this regard, the 

National Health Care Institute also explicitly considers the fact that the result of 

this comparison cannot be applied to the remaining 128 patients who were 

treated with epcoritamab monotherapy and who were not included in this indirect 

comparison. Because of the very low quality of evidence for OS, the National 

Health Care Institute also assessed the effect on PFS and quality of life.  

 

The median effect on PFS is 4.4 months (95% CI 3.0–8.8). Because no PFS data 

is available for CIT, it is not possible to determine whether this PFS effect is 

clinically relevant. To give this some clinical meaning nevertheless, the PFS effect 

was compared against the PFS effects of similar medicinal products for R/R DLBCL 

assessed by the National Health Care Institute. Although a scientifically rigorous 

comparison is again not possible, due to differences in study populations and the 

use of the drug in the underlying single-arm studies, differences between them in 

terms of the PFS effect can be qualitatively assessed. The median PFS for 

epcoritamab is shorter than the median PFS of 4.9 months for loncastuximab 

tesirine and glofitamab. The median PFS of tafasitamab combined with 

lenalidomide (TAFA-LEN) was 11.6 months when used after the second line and 

7.6 months when used after the third line. For polatuzumab vedotin, 

bendamustine and rituximab (Pola-BR), the median PFS was 9.5 months.8 The 

National Health Care Institute concludes that epcoritamab has a lesser effect on 

PFS in comparison to similar medicinal products that the National Health Care 

Institute has assessed since 2020 for the treatment of R/R DLBCL.  

 

Because the effects on the quality of life obtained in single-arm open-label studies 

are difficult to interpret and the data varied widely from one drug to the next, a 

reliable qualitative assessment of the differences between them in terms of this 

measure of outcome was not possible.  

 

Finally, in its final assessment of these findings, the National Health Care Institute 

noted the response given when the physicians' association was consulted: that 

 
6
 See SWP Assessment Module for tumour diagnostic agents and other oncological agents studied in single-arm 

studies only (April 2023; p. 8); via www.zorginstituut.nl.  

7
 The patients in SCHOLAR-1 had not received CAR-T cell therapy beforehand, whereas about 39% of the 

patients in EPCORE NHL-1 had been treated with CAR-T earlier. After ‘harmonising’ the EPCORE NHL-1 and 

SCHOLAR-1 populations for the naive indirect comparison, the results of 29 patients treated with epcoritamab 

could be compared with the results of 340 patients treated with CIT. 

8
 Also upon indirect comparison of epcoritamab against Pola-BR in the same populations (patients with 3L+ 

R/R DLBCL), the PFS for epcoritamab was lower (at 4.4 months) than the PFS for Pola-BR (at 6.1 months). 

http://www.zorginstituut.nl/
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the OS of R/R DLBCL patients using Pola-BR is significantly poorer in practice than 

in the licensing study that the National Health Care Institute used as the criterion 

for determining in 2020 that Pola-BR complied with SWP. Pola-BR is now barely 

used for this indication. This has exacerbated the National Health Care Institute’s 

doubts as to whether a result for OS obtained in a single-arm study is sufficiently 

robust to be reproduced in real life. Pola-BR was also accepted into the basic 

health insurance package on the results of a single-arm study. Lastly, in this 

context, the National Health Care Institute notes that higher-quality evidence may 

become available in the foreseeable future from the ongoing direct controlled 

phase-III trial (GCT3013-05) between epcoritamab and CIT. 

 

Overall, the National Health Care Institute, advised by the Scientific Advisory 

Board (WAR), does not consider it sufficiently plausible in the above context, in 

particular because of the very low quality of the very limited available evidence, 

that epcoritamab monotherapy has sufficient added value in the treatment of 

adult patients with R/R DLBCL after two or more systemic lines of therapy.  

 

In conclusion: 

The National Health Care Institute advises you not to include epcoritamab in the 

basic health insurance package for treating adult patients with R/R DLBCL after 

two or more lines of systemic therapy. The National Health Care Institute has 

determined that epcoritamab does not meet the legal criterion of SWP for this 

indication. 

 

We trust that this letter will have provided you with the information you need. The 

pharmacotherapeutic report is attached as an annex. 

 

Yours sincerely,  

 

 

 

 

M.J. Janssen  

Chairperson of the Executive Board 

 

 


