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Structuur van de presentatie 

1. Korte voorstelling van het KCE 

2. Stakeholder involvement: rode draad in 

jaarverslag 2011 

3. Health Research System en Instituut 

(regeerakkoord) 

4. KCE projecten in 2011 

5. Overzicht toekomstige projecten 
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Wat is het KCE? 
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een federale instelling van openbaar 

nut (parastataal) 

opgericht dec 2002, eerste studies in 

2004 

wetenschappelijk objectief en   

onafhankelijk 

KCE = Federaal Kenniscentrum voor de 

Gezondheidszorg - Centre Fédéral 

d’Expertise des Soins de Santé 



 

 

Wat doet het KCE ? 
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 Hoe? 
 
 verzamelen en analyseren van objectieve informatie uit 

gegevens gezondheidszorg, wetenschappelijke literatuur en 
klinische praktijk 

 
 hiermee wetenschappelijke studies uitvoeren en 

expertise opbouwen 
   
  
   

 

Onafhankelijk advies aan beleidsmakers over alle aspecten  
van gezondheidszorg en ziekteverzekering 
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+ 175 rapporten 

sinds start activiteiten 

KCE in 2003 



 

 

Het KCE-team 
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  artsen 
  economisten  
  data analysten 
  juristen 
  sociologen 
  statistici 
  …. 

 

 

Totaal:56 (niet-VTE) 

directie: 4  staf: 8  

secretariaat:7       experten: 37   

 

 



 

 

Een paar voorbeelden 
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 Is Neonatale Screening op Mucoviscidose aangewezen in België? 

 

 Een eerste stap naar het meten van de performantie van het 

Belgische gezondheidszorgsysteem 

 

 Kosteneffectiviteit van antivirale behandeling voor chronische 

hepatitis B in België.  

 

 Gebruik van point-of care systemen bij patiënten met orale 

anticoagulatie: een Health Technology Assesment 

 

 Terugbetaling van Radioisotopen in België 

 

 Organisatie en financiering van genetische diagnostiek in België 
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Health 
services 

Patient 

Disease Technology 

Reimbursement 



 

 

Europese context 

9 



 

 

Health Technology Assessment (HTA) 
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             evaluatie van medische   
   technologie of behandeling 

 
 

werkt het? 
 is het veilig? 
meerwaarde in vgl met vroegere 
aanpak? 
verhouding kost-gezondheidswinst 
(kosten-effectiviteit)? 
 impact budget gezondheidszorg? 
     



 

 

HTA  rapporten in 2011 
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 implantatie van een aortakunstklep (TAVI) 

 zuurstoftherapie thuis 

 hepatitis B en C: opsporen en behandelen 

 pneumokokkenvaccins voor jonge kinderen 

 



 

 

What is a true innovation? 

Innovative = :    Additional clinical efficacy or effectiveness

  

As compared to 

current care 

1 or more 
alternatives 

Under usual 
circumstances of 

healthcare 
practice 

Under ideal 
circumstances 

Relative effectiveness Relative efficacy 

More  good than harm 
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What is a valuable 

innovation? 

Valuable =     Previously unmet needs are filled  

For Patients     For society 

Value for money 

If it is additionally cost-effective 

 (cost/QALY ,  Budget impact) 
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A small test 
 This is a new test for the until very recently 

unknown EBMS 

 

The test has a sensitivity of 96% 

and a specificity of 85 %. 

The prevalence of EBMS is 5%. 

 

If your patient tests positive, what is the 

probability she effectively has EBMS? 

90%    75 %    50 %    25%    10%     ?? 
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. 



 

 

               Diseased       OK 

Test +  48 142 190 

Test  −  2 808 810 

Total  50 950 1000 

 

Prevalence : 50/1000=5% 
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Sensitivity: 48/50=96% 

 

     PPV 

48/190=25% 

Specificity:                      808/950=85% 
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Base rate neglect:  

posttest probability estimates do not adequately reflect prior probabilities 

Conjunction fallacy:  

conjunction is ranked as more probable than constituent of conjunction 

Disjunction fallacy:  

disjunction is ranked as less probable than constituent of disjunction 

Framing effect:  

risk aversion for gains and risk seeking for losses  

Frequency effect:  

frequencies rated as more probable than equivalent percentages 

Hindsight bias:  

memories for earlier predictions are distorted in the direction of later 

outcomes 

Overestimating small risks:  

rare events are perceived as more likely than they actually are 

Ratio/numerosity bias:  

focus on relative magnitude of numerators 

Examples of Some of the Effects in Judgment and Decision Research 

Explained by Fuzzy Trace Theory 



 

 

Questions to KCE 

 Does A work better than placebo ? 

   → Efficacy  

 Does A work better than B ? 

  → Relative efficacy  

 … also in real life ? 

  → Relative effictiveness  

 at an acceptable cost ? 

  → Cost-effectiveness 
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+ 

IV I 

Less Effective More effective 

 More cost More cost 

- + 
Effectiveness 

III II 
Less Effective More effective 

       Less cost Less cost 

- 

Costs 

Cost-effectiveness 

Incremental cost-effectiveness ratio (ICER)  



 

 



 

 

12 Pharmacoeconomic Guidelines 

1. Literature review  

2. Perspective of the evaluation 

 

3. Target population  

4. Comparator  

 

5. Analytic technique  

6. Study design  

7. Calculation of costs  

 

8. Valuation of outcomes 

9. Time horizon  

 

10. Modelling  

11. Handling uncertainty  

12. Discount rate  
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Population 
Intervention 
Comparator 
Outcome 

Methods 
Techniques 



 

 

Literature review  



 

 

“We identified reporting bias in 40 indications comprising around 

50 different pharmacological, surgical, diagnostic, and preventive 

interventions. Regarding pharmacological interventions, cases of 

reporting bias were, for example, identified in the treatment of the 

following conditions: (…).  

 

Many cases involved the withholding of study data by 

manufacturers and regulatory agencies or the active attempt by 

manufacturers to suppress publication. The ascertained effects of 

reporting bias included the overestimation of efficacy and the 

underestimation of safety risks of interventions.” 
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depression,  

bipolar disorder,  

schizophrenia,  

anxiety disorder,  

attention-deficit hyperactivity 

disorder,  

Alzheimer's disease,  

pain,  

migraine,  

cardiovascular disease,  

gastric ulcers,  

irritable bowel syndrome,  

urinary incontinence,  

atopic dermatitis,  

diabetes mellitus type 2,  

hypercholesterolaemia,  

thyroid disorders,  

menopausal symptoms,  

cancer (e.g. ovarian cancer 

and melanoma),  

infections (e.g. HIV, influenza 

and Hepatitis B),  

acute trauma 



 

 

Availability of effectiveness data 

All Studies 

Studies used 
for MA 

  

Publicly 
available 

studies and 
endpoints 

Published 
studies 

   

27 



 

 



 

 

Defining relative efficacy  

vs. relative effectiveness 

Efficacy (RCT) 

Effectiveness (‘Real life’ study) 

Age, sex, ethnicity 

  Disease stage, severity 

     Comorbidities       

       Dosage/administration route 

         Short-term vs. Long-term 

Modelling (extension of time horizon; extrapolation intermediate outcomes; 

   pooling from multiple trials – meta analyses) 

 



 

 

Efficacy Effectiveness 

Absolute 

Relative 
Versus best  
alternative 
 
 
 
Versus any  
alternative 
 
 
Versus  
placebo 
 
 
No 
comparator 

Ideal world Real world Real world 
      trial      trial      no trial 

RCT vs. placebo 

RCT vs. best alternative 
 - clinical outcome 

RCT vs. Any alternative 
 - surrogate marker outcome 

Post marketing study 
with comparator 

Medical claims data Absolute  
efficacy 

Relative  
effectiveness 

Adapted from :Pharmaceutical forum 

(pragmatic trials, effectiveness trias) 



 

 

Choice of a comparator  

Placebo Best available  

alternative 
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Comparator 

 Cost-efficiency frontier 
 

Incrementele benefits

Incrementele kosten

E

B

F

C

A

€10 000

1LYG

€50 000

D

32 Mattias Neyt 



 

 

2. Choice of a comparator (cont’d)  

Modelling, indirect comparison?  

• many methodological issues 

• not accepted / preferred by many MS 

• guidelines needed 

 

Comparison of outcomes 

surrogate outcomes 

 short vs. long term 
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Placebo  vs. A 

Placebo  vs. B 

 

A vs. B 
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Probabilistic sensitivity analysis: 

Clouds = result of 1000 probabilistic 

„Monte Carlo‟ iterations 

Incrementele kosten-effectiviteit voor de HERA en FinHer studie, per leeftijdscategorie;  

Stadium II tumoren 



 

 

Cost-effectiveness versus 

Cost-utility 
 Cost-effectiveness analysis 
 Major outcome = life years gained 

 No other patient-relevant outcomes expressed in 
different units 

 Cost-utility analysis 
 Major outcome = improving Health-related quality 

of life  

 Multiple patient-relevant outcomes expressed in 
different units 

 Results also expressed i.t.o. Cost/LYG or  /QALY 
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Samenwerking op Europees niveau 
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Richtlijn ‘transborder health care’  

voorziet in de oprichting van een  

Europees netwerk van HTA agentschappen 



 

 

Op de hoogte blijven van KCE-rapporten, 

vacatures, contracten,…www.kce.fgov.be  
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Bedankt voor uw 

interesse! 
Vragen ? 
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