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Outline

• What is GRADE, why and when was it developed?

• GRADE approach overview

• Use of GRADE internationally and relevance for HTA



Grading of Recommendations Assessment, 
Development and Evaluation

Or, in other words:

Unifying, transparent and sensible system for 
grading the certainty of evidence and making decisions



Evidence-based medicine: fundament of GRADE

“Bringing the library to the bedside”



Judgments about evidence and

recommendations are complex 
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Should we use new 
generation of blood

thinners for
atrial fibrilation?

Which outcomes?

Which evidence
to include?

Certainty of the
evidence?

More good than
harm? 

Worth the costs?

Should all
patients

definitely be
treated or 

probably be
treated?



Certainty of evidence: 
pre-GRADE grading

systems



Summer 2000: 
first GRADE meeting 
in Andy Oxman's
garden in Oslo



“We have developed a method to grade the level of 
evidence and strength of recommendations in clinical 
guidelines. There is a need for further work to develop a 
sensible approach that can be used for all the different 
types of evidence that must underpin healthcare 
recommendations. The method ought to be for general 
use and easy to understand for a larger group of users, 
including clinicians, patients and policy makers.”

Oxman AD et al. Tidsskr Nor Legefor 2000. 



GRADE working group meetings anno 2025 
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GRADE Guidance Group





www.gradeworkinggroup.org



Should we use new 
generation of blood

thinners for
atrial fibrilation?



Recommendation/Decision

Evidence synthesis/systematic 
review/HTA
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Summary of findings & 
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Grade recommendations
(Evidence to Recommendation)
• For or against (direction) 
• Strong or conditional/weak (strength)

By considering balance of consequences 
(evidence to recommendations):
 Quality of evidence
 Balance benefits/harms
 Values and preferences 
 Feasibility, equity and acceptability
 Resource use (if applicable)

Formulate Recommendations ( | …)
“The panel recommends that ….should...” 
“The panel suggests that ….should...” 
“The panel suggests to not ...” 
“The panel recommends to not...”

Transparency, clear, actionable
Research gaps

Guideline
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O
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Hierarchy of outcomes according to their importance to assess the effect of phosphate-lowering drugs in patients with renal 
failure and hyperphosphatemia (Guyatt GH et al. Journal of Clinical Epidemiology 64 (2011) 395-400)

Define and prioritize outcomes…

… and clinical 
decision thresholds: 
minimally important 
difference or what 
you consider a 
trivial, small, 
moderate or large 
effect



Should we use new 
generation of blood

thinners for
atrial fibrilation?

Which outcomes?



GRADE evidence 
profile is based on a 
systematic review

• Baseline risk
• Absolute effects

Systematic 
Review



Should we use new 
generation of blood

thinners for
atrial fibrilation?

Which outcomes?
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to include?

More good than
harm? 
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Rating certainty of evidence by outcome

3. Final level of 
certainty

2. Consider lowering or raising level of 
certainty

1. Initial level of certainty



1. Initial level of certainty

Initial certainty 
in an estimate 

of effect

Study design*

High 
certainty →

Randomized trials 
or non-

randomized 
studies evaluated 

with ROBINS-I

Low 
certainty →

Non-randomized 
studies 

not using ROBINS-I

* for interventions (treatment/prevention)



1. Initial level of certainty

Initial certainty 
in an estimate 

of effect

Study design*

High 
certainty →

Randomized trials 
or non-

randomized 
studies evaluated 

with ROBINS-I

Low 
certainty →

Non-randomized 
studies not using 

ROBINS-I

* for interventions (treatment/prevention)



2. Consider lowering or raising level of 
certainty

1. Initial level of certainty

Higher if**Lower ifInitial certainty 
in an estimate 

of effect

Study design*

Large effect

Dose response

All plausible 
confounding & bias

− would reduce a 
demonstrated effect 

or
− would suggest a 

spurious effect when 
results show no effect 

Study limitations

Inconsistency

Indirectness

Imprecision

Publication bias

High 
certainty →

Randomized trials 
or observational 
studies evaluated 

with ROBINS-I

Low 
certainty →

Observational 
studies not using 

ROBINS-I

* for interventions (treatment/prevention) ** usually applicable to observational studies only

downgrading upgrading



3. Final level of 
certainty

2. Consider lowering or raising level of 
certainty

1. Initial level of certainty

Certainty across 
those 

considerations

Higher if**Lower ifInitial certainty 
in an estimate 

of effect

Study design*

HighLarge effect

Dose response

All plausible 
confounding & bias

− would reduce a 
demonstrated effect 

or
− would suggest a 

spurious effect when 
results show no effect 

Study limitations

Inconsistency

Indirectness

Imprecision

Publication bias

High 
certainty →

Randomized trials 
or observational 
studies evaluated 

with ROBINS-I

Moderate

LowLow 
certainty →

Observational 
studies not using 

ROBINS-I

Very low

* for interventions (treatment/prevention) ** usually applicable to observational studies only



GRADE 
evidence 
profile

Systematic 
ReviewCertainty 

rating
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generation of blood

thinners for
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From Evidence to Decision (EtD)

Factors

Evidence intervention effects

Factors

Recommendation



Evidence to Decision (EtD) framework



Strength and direction of recommendation

Strong 
Against

Conditonal
Against

Conditional
For 

Strong 
For 

continuum

Conditional not for or 
against

↓↓ Don’t do it ↓?Probably don’t do it  ↑? Probably do it      ↑↑Do it 



Use of GRADE

• Certainty in the evidence is key step in systematic reviews

• Evidence to decision approach is state of the art method

in developing clinical practice and public health

guidelines

• Institutions making coverage decisions (e.g. Zorginstituut)





The use of GRADE in 
Dutch reimbursement
decision making

Rudy Dupree

13 February 2025



HTA in the Dutch health 
care system

Criteria for reimbursement

− Statutary (Health Care Act): 

Effectiveness - ‘established medical science and
practice’ (SWP)

− Non-statutary: 

Cost-effectiveness

Necessity

Feasability

Dutch National Health Care Institute (ZIN) 
assesses expensive drugs and some medtech

13 februari 2025 35



Established medical
science and practice

− Assessment follows principles of evidence-
based medicine

− Implementation of GRADE since 2015

− Follows GRADE guidances where possible

13 februari 2025 36



How do systematic reviews and ZIN HTA differ?

13 februari 2025 37

HTA ZINSystematic review

Policy questionResearch or clinical questionQuestion

GRADE quality of evidenceQuality of evidence

• Meets SWP yes/no

• Binary

• Strong and weak
recommendations

• ‘Continuum’

Type of conclusions

Excludes societal factors (part of 
appraisal)

Includes societal factorsEvidence to decision

• Includes stakeholder 
consultations and advice of 
scientific/appraisal advisory
board

• No full literature search in case 
of drugs (done by applicant) 

Depends (e.g. Delphi, guideline 
panels, peer review, …)

Process



Evidence to decision: context matters!

38

• EtD is not a strict normative framework, nor is it a checklist of arguments

• It merely describes place and cohesion of arguments

• The importance and weight of arguments are strongly context-dependent

Conclusion SWP

Weighing of arguments
and uncertainties (EtD)

Medical
arguments

Appropriate
evidence

arguments

Effectiveness
arguments

GRADE 
positive
effects

GRADE 
negative
effects



Evidence to decision: examples of arguments
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Informed byExamples used in weighing towards
positive decision

SpecificationCategory

GRADE assessment Large effect
 Sustained effect
 Consistent effect over multiple studies
 Effects on crucial outcomes

GRADE assessment 
positive effects

Effectiveness

GRADE assessment Risks are mild
 Risks are controllable

GRADE assessment 
negative effects

Appropriate evidence
framework

 Better evidence not necessary (i.e. 
technical variant/me-too, well-established
use)

 (International) consensus / no clinical
equipoise

 Clear mechanistic relation between
intervention and effect

Necessity for better
evidence

Appropriate evidence
(methodological)

Appropriate evidence
framework

 Better research is not feasibile
 E.g. blinding, randomization, …

Feasibility for better
evidence

Literature / appropriate
evidence framework

 High burdenBurden of diseaseAppropriate evidence
(medical)

Literature / appropriate
evidence framework

 No good alternative treatmentsAvailability of alternative
treatments
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Standpunt - Arteria Pulmonalis (PA) telemonitoring bij patiënten met chronisch hartfalen kan worden vergoed uit basispakket | Standpunt | 
Zorginstituut Nederland



Towards European harmonization and cooperation 
on HTA

• Health care systems across Europe differ in values, resource allocation, and policy / 
decision making

• Still, most member states face the same challenges and much duplication exists

European collaboration on HTA evolved:

• EUnetHTA project, Joint Actions 1-3 and EUnetHTA21

• Beneluxa, Finose, Valetta, and others

• Horizon Scanning

• Early dialogues with stakeholders

• EU HTA Regulation (2022)

13 februari 2025 41



EU HTA Regulation
 Legislation for mandatory European cooperation on HTA

 Goals: efficiency, high quality, transparency and inclusivity

 Includes Joint Clinical Assessments and Joint Scientific Consultations

 Use of joint work in the national HTA process

 Progressive implementation of JCA’s (oncology + ATMP in 2025; certain MedTech 2026; orphan
drugs 2028, all 2030)

7 mei 2024 42

Member states will stay responsible for: 

- drawing conclusions on added benefit
- decision making on pricing and reimbursement
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Adaptation of JCA 
to national
assessment



JCA to Dutch assessment (SWP)

E
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p
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ss

e
ss
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e
n

t • Systematic review based on Member States’ 
needs (PICOs)

• JCA report summarizes available studies, 
results and assesses uncertainties around
effects per PICO

• No use of GRADE

• JCA report does not contain any value
judgements nor conclusions on added
benefit

D
u
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h

a
ss

e
ss

m
e
n

t 
S

W
P • Refers to relevant PICO & results in JCA report

• Adaptation of JCA into GRADE assessment (contains value
judgements)

• ‘de novo’ evidence to decision based on adaptation
(conclusion on added benefit)

• Needs to be supplemented with CEA, budgetimpactanalysis
when appropriate (outside scope JCA)



Adaptation and contextualization from JCA to SWP
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Expected degree of 
contextualization

Dutch SWP methodsJCA methods

FullReimbursement decisionInforms member statesScope

FullSelection of PICO that fits with national
policy question

Multiple PICOs (cater for many member 
states’ needs)

FullSelection of crucial and important outcomesNo ranking of outcomes

LimitedGRADE Risk of biasInternal validityUncertainties

ExtensiveGRADE IndirectnessExternal validity

FullGRADE Imprecision (including national
MCIDs)

Statistical precision

LimitedGRADE Inconstistency / indirectnessDirect and indirect comparisonsOther

De novo developmentZIN EtDNoneEvidence to
decision

De novo development 
(non-GRADE)

ZIN appraisal (CEA, budgetimpact, 
necessity, feasibility)

NoneAppraisal



Conclusion

Use of GRADE by ZIN’s HTA…

- Leads to systematic and transparent assessment of the evidence

- Centers around a policy question (not data driven)

- Benefits from GRADE’s continuous development

- Takes into account contextual factors in its conclusions (not ‘just’ the evidence)

European cooperation based on the HTA-R…

- Aimes at improving efficiency, transparency, quality and inclusivity

- As long as different health systems exist, adaptation to national HTA’s is necessary

- JCA’s are suitable to be used in Dutch HTA’s with adaptation and contextualization

13 februari 2025 46



Want to know more?

Assessment framework SWP

https://www.zorginstituutnederland.nl/publicaties/publicatie/2023/04/11/beoordeling-swp-2023

(in Dutch, English translation in prep)

HTA Regulation

ZIN

https://www.zorginstituutnederland.nl/over-ons/programmas-en-samenwerkingsverbanden/eu-htar (Dutch)

https://english.zorginstituutnederland.nl/international-network/eu-htar (English)

European Commission

https://health.ec.europa.eu/health-technology-assessment/implementation-regulation-health-technology-
assessment_en (English, other languages available)

https://health.ec.europa.eu/health-technology-assessment/key-documents_en (incl. methodological
guidances, English)
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Claim and
policy question

•Claim: what is claimed by the applicant (pharmaceuticals)
•Policy question: PICO(ts) – not necessarily equal to the claim, incl. information on ‘appropriate evidence’

Systematic
literature
search

•By ZIN (MedTech mostly)
•By applicant (pharmaceuticals)

Summary of 
the evidence

•Characteristics of included studies
•Meta-analyse if appropriate

Assessment of 
quality of the

evidence

•“The confidence (high, moderate, low or very low) that the intervention, in comparison with standard or usual
care, leads to a clinically relevant effect on patient-relevant outcomes”

Evidence to
decision

•Weighing of quality of evidence with contextual factor (medical arguments en appropriate evidence)

Scientific
advisory board 

and
consultation

•Stakeholder consultation and scientific advisory board
•Appraisal committee in case other packet criteria are relevant (ACP)
•Final approval by board ZIN


