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• (Health) economist, MSc, PhD 

• Since 2005 - …: working at KCE

Senior health economist 
(www.kce.fgov.be)

• Since 2010 - …: partner in ME-TA
CoI: To avoid any potential conflict of 

interest, we limit our activities to non-

profit organisations. Education and 

training is open to everyone.

Who am I …
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(www.kce.fgov.be)
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Overview

• Why economic evaluations

• Economic evaluations in the Belgian 

system (~Royal Decree - KB)

 (problems with) confidential 

contracts

• Government-sponsored trials
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Why economic evaluations

• The bookshelf approach – to avoid

misunderstandings

– ICER threshold  budget

– Cost-effectiveness/utility: one criterium
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Bookshelf approach…
• Culyer A. Cost-Effectiveness Thresholds in Health 

Care: A Bookshelf Guide to their Meaning and Use. 

CHE Research Paper 121. December 2015.
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Figure 1: range of interventions

Height =  inverse of the cost-

effectiveness of the intervention 

(i.e. higher = lower ICER)

Width = cost for providing it

M
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• The budget & the ICER threshold
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Impact of a higher 
or lower budget…
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• Figure 7: Extreme health loss from 

threshold set too low (too high ICERs!)
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• Figure 5: Health loss from ‘poor’ technology 

selection

9

me-ta.eume-ta.eu

• Relationship 

ICER & chance 

to reject 

intervention
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Cost per QALY (in € x 1.000)
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Chance not to accept intervention
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0

Influence of: country (health budget), 

severity of disease, size population (~BI, 

~orphan drugs), alternatives, lobby, 

budgetary space (~crisis), etc.  
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• CE is not applied automatically

– ≠ point of views of stakeholders…   regulation!
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Seems logic… however…
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• Reimbursement criteria: for drugs 
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• Reimbursement criteria: 

also for devices!

Klasse 1

1°Therapeutic value

2°price 

3°importance in 

medical practice

4°budget impact

5°cost effectiveness
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(Source: Bach, 

NEJM, 2009)

Light, Cancer, 2013

In 2012:
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Expenditures innovative cancer drugs
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€ million

X 4.2!

Source: RIZIV Morse report
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Expenditures orphan drugs

16

€ million

Source: RIZIV Morse report

% of budget pharmaceuticals

X 5!
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Source: RIZIV (2018)

% pharmaceutical 

expenditures

Market-entry agreements 
as a solution?

Pharmaceuticals with confidential price discounts
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Market-entry agreements (MEAs)

Challenges:

• Insufficient evidence e.g. on relative 
effectiveness and cost-effectiveness

 Faster access to innovation

 Evidence generation

• Prices increasingly high and limited 
resources

 Better prices Short term vs. long term? 

(see further)
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MEAs: study objective

• Study objective:

–Evaluation of the Belgian system of 

conventions “article 81”

Requested by:

• FYI: Managed Entry Agreements 

(article 81(bis)  article 111-113)

–Available in Belgium since 2010
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MEAs: the evaluation process
• Reimbursement request for drugs in Belgium

Art. 111: if no final proposal CRM on day 150 (~art.81)

Art. 112: if suggested by CRM on day 120 (~art.81 bis)

Art. 113: initiative by the Minister (new)
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MEAs: methods

• European experience

• Belgian experience

– Analysis of current contracts

– Stakeholder consultation

• Limitation: public access 

confidentiality
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• Reimbursement &

• Lower price/refunds

However…  what’s the meaning of a 

x% reduction?

MEAs: advantages

22
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MEAs: Long-term risks

• Evidence generation

– (Not enough) data in initial submission file

– Additional data in new submission file?
(see next slide)

 Negotiation power of Belgium…

• Withdrawal of reimbursement?

– Incentive to collect additional data…

• Number of MEA: 

snowball effect 
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MEAs: Long-term risks
• 16 expired conventions: (source – KCE report 288)

24



13

me-ta.eume-ta.eu

MEAs: Long-term risks

• (confidentiality of) prices

– Impact future evaluations

– External reference pricing

– Impact generics & biosimilars

– Impact on price setting

• Currently no win-win situation
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MEAs: However, potential if…

• Potential if:

– Selective use (e.g. unmet need)

– Link uncertainty & type of MEA

(& consequences if conditions not fulfilled)

– Transparent communication

– International collaboration

(further research & price negotiations)

• To create a high quality, accessible 

& financial sustainable health care 

system (with justifiable facial prices)

26
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http://www.beneluxa.org/

me-ta.eume-ta.eu

mattias.neyt@kce.fgov.be

More information: KCE report 288

28
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KCE Trials
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• Open question: why is there a need for public 

funded clinical trials?
– (Pragmatic) comparative trials with medicinal products

– (Optimization of) use drugs in children and rare diseases

– Trials with ‘old’ (cheap) pharmaceuticals

– Trials with medical devices  (under conditions…)

– Trials on diagnostics and screening

– Trials in medical areas not owned by private companies: 

surgical techniques, lifestyle, psychotherapy, etc.

– …

me-ta.eume-ta.eu30

An example
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KCE Trials
• KCE report 246: publicly funded practice-

oriented clinical trials  succes factors

– Topic selection

• Pragmatic, practice-oriented, practice-changing 

– Programme management team + independent 

experts

– Top down and bottom up proposals

– Infrastructure and network

• Local (to be developed) & International (ECRIN)

– Implementation

• Publication & implementation projects

31
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…
32
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KCE Trials

33

• Often: RoI - unclear
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KCE Trials: Previous submissions

Research proposal

• No information on costs initial interventions

• No information on probability events

(~potential absolute treatment effect)

 Difficult to assess potential RoI

34
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• Which elements would you include in your research if you would 

like to perform an economic evaluation in the future?

– Which (side)effects?

• Mortality, hospitalisation, other primary/secondary endpoints

– Which costs?

• Initial intervention, complications, follow-up treatment, side effects, 

LT-interventions

– Quality of life

– Etc…  Focus on …

KCE Trials: Open question

35

ST C&E (+/-) LT

• Where, when & how are you going 

to gather this information…

– Literature, databases/registries, trial, …
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A

B

Immediate short term medium term long term

30-day end follow-up      extrapolation?

Quality 
of life

Uncertainty

~ scenario-

analyses
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FYI: Do’s & don’ts

• Do not only focus on the medical aspect 

also economic, organisational issues, etc.

• Research proposals:

– Do include info on costs initial intervention 

and comparator

– Do include info on possible impact & 

consequences (relative vs. absolute treatment 

effect  importance of the baseline risk)
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FYI: Do’s & don’ts
• Research protocols

– Do not gather all data on costs  overload

• (retrospective) access financial data?

– Do focus on the (most important) incremental

elements

• Something to think about: how to gather/access 

relevant information (~e.g. AEs, QoL)

• Importance of literature review

• FYI: http://www.ichom.org/ &  HRQoL!!!

http://www.comet-initiative.org/
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Further information
Managed entry agreements

• Gerkens S, Neyt M, San Miguel L, Vinck I, Thiry N, Cleemput I. How to 

improve the Belgian process for Managed Entry  Agreements?  An  analysis  

of  the  Belgian  and  international  experience.  Health  Services  Research  

(HSR)  Brussels: Belgian Health Care Knowledge Centre (KCE). 2017. KCE 

Reports 288.

Public funding:

• Neyt M, Christiaens T, Demotes J, Hulstaert F. Publicly funded Practice-

oriented Clinical Trials. Health Services Research   (HSR)   Brussels:   

Belgian   Health   Care   Knowledge   Centre   (KCE).   2015.   KCE   Reports   

246. 

• Neyt M, Christiaens T, Demotes J, Walley T, Hulstaert F. Publicly funded

practice-oriented clinical trials: of importance for healthcare payers. J 

Comp Eff Res. 2016 Nov;5(6):551-560.

• mattias.neyt@kce.fgov.be or mattias.neyt@me-ta.eu
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