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Overview
 FYI – update Belgian guidelines for economic evaluations

• Some elements to think about to be well prepared?

 Link with HTA Regulation
• Joint Scientific Consultation (JSC)

• Joint Clinical Assessment (JCA)

 Guidance documents

Even if you don’t fall under this regulation – the same
principles can be applied!

you will receive the slides… (with all the extras)
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Belgian guidelines for economic evaluations

 Class 1 drugs

 Class 1 implants and medical devices

 General principle: 5th criterion –
cost-effectiveness

(~guidelines for economic evaluations and BIA) 
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Extra

Belgian guidelines for economic evaluations

 Update – published soon…

 Be well prepared…
• Focus on incremental elements

• …

• Good estimate of the relative treatment effect

Can’t you calculate the cost-effectiveness??
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 Source: https://ec.europa.eu/health/health-technology-
assessment/regulation-health-technology-assessment_en
(other languages )

 January 2018: Proposal EC

 December 2021: Regulation adopted

 January 2022: Regulation enters into force

 January 2025: (progressive) application (art. 7)
• January 2025: cancer drugs & ATMPs

• January 2028: orphan drugs

• January 2030: full scope
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Link to new HTA regulation

www.kce.fgov.be6

Extra

 FYI: 
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Key Principles
 Evidence submission – one time by HTD (art.1 §1)

 Joint work 
• Scientific,

clinical aspects

• Driven by Member State HTA bodies

 Ensure use of joint work in national HTA processes (art.13)

 Member States remain responsible for: (art.1 §2 )
• Drawing conclusions on added value for their health system

• Taking decisions on pricing & reimbursement
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Ambitious timeline
 Art.11

 EMA & EU HTA timeline
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(source: Pharma.be presentation)
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Joint scientific consultation
 Article 17: 

 Relevant PICO?
• Remark: article 18  preference RCTs

Avoidable uncertainty? (see further)

• Advice, however…
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The Development of Methodological and 
Procedural Guidance Sub-Group (MPG SG)

 Belgium
• Mattias Neyt & Frank

Hulstaert (KCE)

 Disclaimer: 
• Internal procedure 

– every meeting – reminder of CoI and confidentiality

•  information is only presented for guidance documents
that are already made public
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(Source: learning.eupati.eu)
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Guidance documents
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Source: 
Ruether et al., IJTAHC, 2022

 For all EUnetHTA 21 deliverables the future EU HTA Regulation will serve as a basis and the 
past EUnetHTA Joint Action 3 experiences will be taken into account. With the deliverables, 
EUnetHTA 21 is supporting the development of guidance documents to be adopted by the 
Coordination Group and/or drafting of implementing legislation by the European Commission, 
thus facilitating the subsequent implementation of the HTA regulation.  

https://tools.eunethta.be/guidelines.html
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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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 Statements about:
• RCTs preferred 

• Anchored indirect comparison exchangeability

• Population-adjusted indirect comparison

• Observational evidence & Single-arm trials

 Important to make link with other guidance document (~validity)
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 Requirements (~often

unverifiable and unattainable)
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Extra

 FYI: 
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…
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…

…
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 FYI: 
Extra
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…
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 Impact promotion RWD/RWE on feasibility 
RCTs
• Check feasibility of randomization

• Non-RCT: a choice or necessity?
(avoidable versus unavoidable uncertainty)

 Alternative: ways to make RCTs, including 
those in routine care, easier, faster and 
cheaper

Reflection from an HTA point of view
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 Combine strengths of RCTs & RWD
• Pragmatic RCTs

(e.g. KCE Trials programme)

• Link RCTs & information
administrative databases
(e.g. pressure ulcers report)

• Baseline adjustment
relative treatment effect
(e.g. tiotropium, DES, … report)

 Remark: 
• definition RWD FDA versus EMA

• Efforts RCT vs. creating external control group
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 Assessment of certainty
• Descriptive at EU level 

(factual, no value judgement)
 valid scientific principles
are required
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Certainty of effectiveness results

 Three concepts:
• Internal validity

(~RoB assessment tool)

• External validity
(~PICO, descriptive)

• Statistical precision
(statistical testing)
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• Internal validity

 E.g. RCTs Cochrane Collaboration’s RoB 1 instrument
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 E.g. Comparative non-RCTs

 E.g. Uncontrolled clinical trials (~e.g. single-arm trials)
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• External validity: importance of the PICO

 Final judgement on external validity  made at national level

25

Extra

www.kce.fgov.be

Importance of 
guidelines & 

early dialogues

Source: Tafuri, Br J Clin Pharmacol, 2016

E.g. QoL is not 
a requirement 

for EMA …
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 3.1 General considerations for patient-centred outcomes
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 3.3 Surrogate outcomes
 What

28
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 3.3 Surrogate outcomes
 Problem

 Points of attention for the assessment scoping process
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The use of PFS as a surrogate endpoint
 Is PFS a valid surrogate for OS?

• SR Ciani (2014): in advanced solid tumors

 “The strength of the association between the two surrogates and OS was generally low. The level 
of evidence (observation-level versus treatment-level) available varied considerably by cancer 
type, by evaluation tools and was not always consistent even within one specific cancer type.”

• SR Prasad (2015): in Oncology
 “most trial-level validation studies of surrogate end points in oncology find low correlations with 

survival.” and that “the evidence supporting the use of surrogate end points in oncology is 
limited.”

• Gyawali et al. (2020): Evaluating the evidence behind the surrogate measures 
included in the FDA's table of surrogate endpoints as supporting approval of cancer drugs 
(breast cancer)

 “The results from correlation studies evaluating pCR, DFS, ORR, and PFS suggest that the 
treatment effects on none of these surrogate measures were strongly correlated with treatment 
effects on OS.“

30

29

30



16

www.kce.fgov.be

 Can PFS be considered 
as a surrogate for QoL?

31

• QoL as an endpoint: 
190/352 trials (54%), 
reported in 147/190 
trials (77%)

• Correlation: weak

www.kce.fgov.be

 3.3 Surrogate outcomes
• What if no information on outcome of interest in scope
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 3.3 Surrogate outcomes
• Level of evidence

for surrogacy:
 Level 1, 2 & 3

 Correlation: >0.85
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 3.3 Surrogate outcomes
 Requirements

for JCA reporting
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 Source: https://kce.fgov.be/en/do-innovative-medicines-against-
cancer-always-have-a-real-added-value

35

Mattias Neyt (KCE), Carl Devos (KCE), Nancy Thiry (KCE), Geert Silversmit (BCR), Cindy De Gendt (BCR), Nancy Van 
Damme (BCR), Diego Castanares-Zapatero (KCE), Nicolas Fairon (KCE), Frank Hulstaert (KCE), Leen Verleye (KCE)

Reflection from an HTA point of view
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 (Cost-)effectiveness: general findings and problems
• Greatest uncertainty: impact OS
 Lack head-to-head, immature data, surrogate endpoints, cross-over

• Impact QoL – also large uncertainty
 Not always measured (disease-specific & generic utility instrument), if 

measured – considered confidential (!)

• Choice comparator

• Confidential prices 
• Price/discount intervention (& comparator & FU treatments…)

• Decision maker’s ICER (transparency & accountability)
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Towards comparative evidence generation in phase 2b/3 
Jointly approved by regulators and HTA/payers  
with public (co-)financing of trial infrastructure 

Have better evidence at market launch! ( MEAs)  perform better economic evaluations
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Important guidelines
 Belgian economic evaluation and BIA guidelines: publication of 

update expected soon…

 HTA Regulation guidance documents
https://health.ec.europa.eu/health-technology-assessment/key-
documents

 EUnetHTA guidelines: https://tools.eunethta.be/guidelines.html

• Measuring HRQoL

 Hopefully this helps to be better prepared…
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