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• Semi-governmental institution
• Operational 2004

• >50 researchers
• medicine, economics
• statistics, sociology, law

• Studies (>400)

• Clinical practice guidelines 

• Health services research (HSR)

• Health technology assessment (HTA)

+ KCE Trials (started in 2016)

• Policy recommendations, no decisions

http://www.kce.fgov.be/
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Evidence Based Medicine
for the patient

Patient access = authorisation/CE marking + coverage

Comparative RCTs and observational data, based on parallel scientific advice

HTA/Payer

HTA = comparative

Regulator (EU)

Benefit/risk assessment

Medicinal products

EMA

Efficacy

Safety

Medical devices

Notified Bodies

Performance

Safety

EU HTA + 

national/regional

Comparative

therapeutic benefit 

versus 

standard of care

Value for money

Expedited
pathways, 
surrogates, 
misuse of 
single arm 

trials,
RWD?



4

Informative confirmatory trial from a HTA/payer perspective
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The perspective and the narrative

“The patient is central”

▪ Additional therapeutic benefit

▪ Overall survival + quality of life

▪ Rapid access  - - - - - - - - - -

▪ Cost-effectiveness

▪ Budget impact

"It's the economy, stupid"

▪ Profitability

▪ Pension plan

▪ Time to market

▪ Return on investment

▪ Employment
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van der Gronde T. et al,

PLoS ONE 12(8): e0182613 

(2017)

Time to market

Choice for single-

armed trial instead

of RCT as a 

business model
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What data can indicate/measure a treatment effect?

Single 

arm/

RCT Single 

arm

Randomisation balances also

the unknown unknowns
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BMJ 2023;380:e073100
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Randomisation balances also the unknown unknowns

…from other trials?
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Routine care EBM

RCTs under conditional

marketing authorisation

-

Coverage with evidence

development  

-

Treatment optimisation trials

Dose/duration tested

Comparative RCT vs standard care

Single arm trial 

Routine care EBM 

Traffic lights and drug approval 

Making the orange light visible for patients, to improve trial feasibility
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Treatment Effects in Randomized 

and Nonrandomized Studies

of Pharmacological Interventions,

A Meta-Analysis

Salcher-Konrad M, et al.

JAMA Network Open. 

2024;7(9):e2436230

Discordant results in about a 

third of the comparisons, 

similar to previous reports, e.g. 

Evaluation of the Use of Cancer 

Registry Data for Comparative

Effectiveness Research

Kumar A, et al.

JAMA Network Open. 

2020;3(7):e2011985
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RCTs and NRSs led to different statistical conclusions about the therapeutic benefit of

pharmacological interventions in 130 meta-analyses (37.6%) and 216 (62.4%) reached the same

statistical conclusion, based on comparing 95%CIs around the OR from either study type with a null

effect (Figure 3).
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Presentation Alan Fraser, CORE-MD project, Brussels, 15 March 2024
PCI: Percutaneous Coronary Intervention



15 Jonas Oldgren, Uppsala, KCE Trials symposium 2017

Registry-based RCT or Trials within Cohorts (TwiCs)

“70% of the patients in the registry accepted to be randomised” 



The EU HTA regulation

Clinical development Health 
Technology
AssessmentExploratory

trials
Confirmatory
trials (RCTs)
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• internal validity

• safety 

• efficacy

• external validity

• comparative effectiveness

• added therapeutic benefit

• (cost-effectiveness)

• (budget impact)

EU HTA Joint 

Scientific

Consultation

(JSC)

Set of relevant PICOs

EU HTA Joint Clinical

Assessment (JCA)



Joint scientific consultation
▪ Article 17: 

▪ Relevant PICO?

• Remark: article 18 → preference RCTs

Avoidable uncertainty?

• Advice, however…
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HTA - Guidance

▪ Source: https://health.ec.europa.eu/health-technology-assessment/key-

documents 

• Guidance on the validity of clinical studies for joint clinical assessments

• Scientific specifications of medicinal products subject to joint clinical 

assessments

• Guidance on outcomes for joint clinical assessments

• Guidance on reporting requirements for multiplicity issues and subgroup, 

sensitivity and post hoc analyses in joint clinical assessments

• Methodological Guideline for Quantitative Evidence Synthesis: Direct and 

Indirect Comparisons

• Practical Guideline for Quantitative Evidence Synthesis: Direct and 

Indirect Comparisons
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https://health.ec.europa.eu/health-technology-assessment/key-documents
https://health.ec.europa.eu/health-technology-assessment/key-documents
https://health.ec.europa.eu/health-technology-assessment/key-documents
https://health.ec.europa.eu/health-technology-assessment/key-documents
https://health.ec.europa.eu/health-technology-assessment/key-documents
https://health.ec.europa.eu/health-technology-assessment/key-documents
https://health.ec.europa.eu/health-technology-assessment/key-documents
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Evidence Based Medicine
for the patient

Patient access = authorisation/CE marking + coverage

Comparative RCTs and observational data, based on parallel scientific advice

HTA/Payer

HTA = comparative

Regulator (EU)

Benefit/risk assessment

Medicinal products

EMA

Efficacy

Safety

Medical devices

Notified Bodies

Performance

Safety

EU HTA + 

national/regional

Comparative

therapeutic benefit 

versus 

standard of care

Value for money

EU HTA  Regulation

Recent workshops 

EMA - HTA bodies

on study design and 

analysis



Working Group of assessors, statisticians, 
methodologists from EU HTA and regulatory agencies

Organisers: 

HTA: Dr David McConnell

Senior Statistician, National Centre for 

Pharmacoeconomics 

Regulatory: Dr Dominik Karres

Senior Scientific Officer, Evidence Generation 

Department, European Medicines Agency



https://www.ema.europa.eu/en/documents/other/joint-htab-regulatory-

perspectives-understanding-evidence-challenges-managing-uncertainties-

exploring-potential-solutions_en.pdf 
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There is a strong preference for randomised 
evidence from both HTAbs and regulators. 

➢ Despite recognised limitations, single-armed 
trials often used where RCTs possible

➢ Novel randomised designs present a 
promising approach in many situations

➢ RCTs may be feasible before marketing 
authorisation but infeasible afterwards – 
randomise early in development process

➢ Pragmatic RCTs to close the evidence gap in 
the post-launch phase



Opportunities to advance the use of real world data 
for high-quality evidence generation

➢ Registry-based RCTs - enrolment and 
outcome measurement via registry

➢ Investigate potential surrogate outcomes

➢ Inform future trial design

Investment in high-quality disease registries 
required to advance evidence generation



Next steps for collaboration on methodology

➢ Establish a methodology network in the EU HTA community 

➢ Publish guidance documents on key methodological issues 

• Adaptive randomised designs (e.g. platform trials)

• Pragmatic trials

• The estimand framework

• External controls

➢ Joint regulatory-HTA assessors’ discussion forum
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Belgian observational survival data (incidence years 2004-2017) and expenditure for innovative oncology 

drugs in twelve cancer indications KCE Report 343 (2021) and Eur J Cancer:182; 23-37, 2023
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