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Care has become more personalised in various disease areas in 

the Netherlands, since 1990

N=1, PHC Catalyst Alliance, Gupta
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Imagine the potential of PHC in the Netherlands…
if all existing cutting edge technology and advancements are 

implemented

N=1, PHC Catalyst Alliance, Gupta
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Realisation of the promise of PHC takes an integrated approach

and many paradigm shifts
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Cancer a disease of the genome: from tumour type to tumour

biology

Thomas et al. Aiming for higher ambition: the Roche approach to cracking the code of cancer, Nature Research
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ALK+
5% NSCLC

ALK = Anaplastic lymphoma kinaseNL/COMM/1910/0103
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ALK = Anaplastic lymphoma kinaseNL/COMM/1910/0103

If a breast cancer patient 
with metastatic disease, 
had progressed on 
standard therapy, and then 
you found that she had an 
ALK mutation…
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https://libguides.studiecentra.han.nl/Cochrane/beoordelingsformulieren

ORR      DOR

xxxx
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Are tumour specific RCTs feasible in 

indications with a low prevalence?

Lozano-Ortega, ISPOR poster 2019
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The majority of alterations have a low prevalence, 

although often a high response rate to targeted medicines

Broad molecular profiling 

is necessary to reveal all 

possible relevant genomic 

alterations

1. Data on File. FMI data base query; 2. Gatalica, Z., et al. (2019) Mod Pathol 32:147–53;

The number of regulatory approved tumour agnostic treatments is expected to grow exponentially
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The challenge…

Regulatory approval

≠

Reimbursement

≠

Patient Access

(identification of patients)

!


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HTA challenges and ways forward

• Level of knowledge & acceptance of precision oncology trial design

– Outcome measures

– Comparators

– Small (often new) populations

Ways 

forwardChallenges
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HTA challenges

• Lack of knowledge and acceptance of precision oncology trial design

– Other outcome measures

– Relative effectiveness difficult

– Small (often new) populations

• Evidence pack does not fit in the HTA assessment framework

– Clinical benefit assessment on population level

– How to deal with uncertainty?

• Outcomes based pricing?

• Pay for proof? 
√
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Ways 

forwardChallenges
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HTA challenges

• Lack of knowledge and acceptance of precision oncology trial design

– Other outcome measures

– Relative effectiveness difficult

– Small (often new) populations

• Evidence pack does not fit in the HTA assessment framework

– Clinical benefit assessment on population level

– How to deal with uncertainty?

• Outcomes based pricing?

• Pay for proof? 

• No structural real world data collection for testing and outcomes

– Identification of patients (for trials and registered therapies)

– Unknown prognostic value of alterations

– No learning system (now one off yes/no)
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Ways 

forwardChallenges

Creating system solutions takes time, 

therefore the a temporary solution is being created 
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DRUP (Drug Rediscovery Protocol) a Dutch platform for medical 

oncologists to prescribe and monitor off-label treatments based on 

molecular alterations

- Collect RWD and provide access

- Personalized reimbursement model

- Patients that exhausted SoC

- Additional treatment (MGTO)

- Off-label indications

Van der Velden, 2019, Nature

DRUP

Van Waalwijk van Doorn-Khosrovani, 2019, Annal of Oncology

Industry Consortium 

Health Insurance 

Medical oncologists

National Health Care 

Institute
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Stages in the Drug Rediscovery Protocol- study design per 

cohort

2nd stage1st stage

8 patients 

≥1x response? + 16 patients 

≥5x response?
DRUP

expansion 
cohort

<5x response? Close cohort

0x response? Close cohort

3rd stage CR at 16 weeks
(2nd response evaluation)

PR at 16 weeks
(2nd response evaluation)

Stable disease at 16 weeks
(2nd response evaluation)

Progressive disease 

Reimbursed 
care until 
disease 

progression

No 
reimbursement 
for treatment

Van Waalwijk van Doorn-Khosrovani, 2019, Annal of OncologyVan der Velden, 2019, Nature
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DRUP (Drug Rediscovery Protocol) and DAP (Drug Access Protocol) 

are two similar protocols with a different purpose

Key distinguishers

- Collect RWD and provide access

- Personalized reimbursement model

- Patients that exhausted SoC

- Additional treatment options

- Off-label indications

- Collect RWD and provide access

- Personalized reimbursement model

- Type of evidence does not fit assessment frame

- On-label indications pre- and post registration

Van der Velden, 2019, Nature

DRUP DAP

Van Waalwijk van Doorn-Khosrovani, 2019, Annal of Oncology

Industry Consortium 

Health Insurance 

Medical oncologists

National Health Care 

Institute
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Important steps… still miles to go

• Important steps are being set to bridge the gap between regulatory approval and reimbursement in 

the Netherlands. 

• Stakeholders take responsibility to realize a future proof HTA and reimbursement system

• We’re not there yet, still work in progress

High quality, diagnostics for every cancer patient

National genomics/-omics data (knowledge) centre

National tumour board & shared decision making

Access to personalised treatment

Based on tumour profile, medical measures and the wishes of the patient

Automated collection of outcomes data to allow continuous learning

Payment for treatments based on outcomes/value
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Doing now what patients need next

Thank you for your attention
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