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Why This Matters

Health decisions shape equity, impact lives, and allocate billions.

Sut decisions are often fragmented, politicized, or ad hoc.
What If we had a map for the whole decision ecosystem, even globally?

That's what the Theory of Everything (ToE) in health decision-making
aims to offer.
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Presentation Roadmap

1. From Theory to Action
2. Filling the Gaps: Equity, Power, Ethics

3. Mapping the Decision Genome
4. WHO based Coalition to connect to key actors
5. Future-Proofing Decisions and setting research priorities
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What is the Theory of Everything (ToE)?

A conceptual map of the health decision-making
ecosystem, Its actors and approaches.

Includes framework of decision-criteria, evidence, research,
values, actors, systems, and outcomes.
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Our theory of
everything in health
lecision-maki

Goals

Lay out overarching concepts of
decision-making and then create
bridges between actors &
disciplines & move to action

* go beyond the partnerships
that are already established

(HTA, guidelines &
systematic reviews)
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Background to the work

Decade of working with WHO country office in Estonia on guideline methods and capacity building in
evidence-based decision-making

Estonia national guideline making conditional recommendation for DOACs in atrial fibrillation — cost
too high for strong recommendation based on systematic review and HTA

Submitted application for inclusion of new oral anticoagulants (direct oral anticoagulants/DOACs) in
WHO EML 2015 — rejected, no WHO guideline

Price negotiations with Estonian Health Insurance Fund — manufacturer lowering price = strong
recommendation

2019 WHO EML approval of DOACs
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Evidence to Decision Criteria
and Framework

Starting point

Horizon project, many partners, including
WHO, NICE and other actors
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The actors

Are fragmented. . ...



Slovenia — country case
study
Population of 2,118,697 (2024 mid year)

GDP in Slovenia reached USD 32,164
per capita.

Ranked 87 of the major economies

Source: Worlddata

A social health insurance system
financed by a single payer provides
centralized hospital care and primary
care devolved to the municipalities.

Work with M. Reinap,
WHO EURO



,However, many elements that could improve

efficiency, such as a clea
allocation based on popu
strategic purchasing, or t

" methodology for budget
ation health needs,

ne formal use of health

technology assessment (HTA) to support coverage
decisions, are still missing.”
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Slovenian actors
in health decision-
making

Guideline

Health council advising MoH in decision-making

,HTA is currently not performed in a dedicated HTA
institution, but HTA-related tasks in pricing procedures
are performed”

Guideline development individually driven by medical
societies and no proper oversight

Perception that public health GLClinical GL

ToE helped uncover gaps in coordination and
transparency.

Regulators*

HTA (Pricing)

NEW:
National

Agency of
Quality of
Care

Guideline

Evidence-Informed HTA WG (in
Policy-making
development

Guideline

Essential
Medicine List

Systematic
Review

With M. Reinap, WHO EURO



Country case studies

Brazil (Luciane Lopes)
Australia — under review (Zachary Munn)
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Health Decision-Making (HDM) Ecosystem ToE:
Cameroon, Nigeria, & South Africa

 All 3 countries demonstrate varying levels of HDM dimensions with EML being the
commonest approach used for guidance.

* Only South Africa demonstrated a clear use of HTA and government involvement in
funding while Nigeria and Cameroon mostly depend on external funders for
ecosystems.

 Nigeria and Cameroon prioritize some dimensions (Regulation and EML) over others
o Several sub-ecosystems exist within the HDM ecosystem

» Missing dimensions: Local data (eg from DHIS2) and including patients/people with
lived experience explicitly

Slides from Etienne Ngeh






Theory of Everything

New elements: clarifying legitimacy, inclusion, epistemic justice.
Participatory priority setting, actor to value mapping.

What is “value™?
What Is the role of ethics?
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Equity, Politics & Power

ToE must confront structural inequities and decision hierarchies.

Health information systems and what is data Is a core upgrade In
ToE.

Who defines what counts as evidence? Who is excluded — if any —
and who is included?

G RADE working group




Ethics and Evidence — What We're Missing

“thics often treated as background, not structure.
athrin Littler: "We need ethical reflection at every decision layer.

Proposal: ethics guidance to be aligned with ToE logic model.
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Questions in healthcare systems: Problem/Populations, Interventions-Exposures, Comparators, and Outcomes (PI-ECO)
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Germany — ToE Actor Mapping

Systematic
Review

Quality Essential Evidence-Informed
Improvement Medicine List Policy-making

BMG
@I anie awier
= nt. Collaboration .
oA
STIKO STIKO

Germany has strong institutions for evidence production and use, but possibly coordination across
them may be improved

DIMDI

Parallel structures = specialization & capacity but also silos

ToE supports system mapping and entry-point identification

What is the role of the EBM network?

What is the role and connection to primary research: Network of University Medicine to fill gap

JyJomawedd |e3a7]
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WHO Global Coalition for Evidence (GC4E)

WHO-led initiative for collaboration, coordination, consolidation.
Four working groups, launched at GES 2025

ToE 1s being applied in working group 2 to integrate different
evidence streams.

Collaboration, Coordination, Consolidation

System transformation through practical tool integration.
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Mapping the Decision Genome against ToE

Not all decisions are equal: technical, political, procedural.

Decision genome clarifies types, criteria, and actor roles in the Tok

Types o

 science and research (social, economics) needed

Using G

RADE to help 1dentity where research Is needed to fill gaps by

mapping against many elements of the ToE framework.
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GRADE approach, method or system

e Certainty assessment
e Fvidence to Decision Frameworks

[GRADE working group




Evidence to Decision Frameworks

GRADEpro

Question

e Details — PICO Subgroups

e Background and conflicts of interest
Assessment

e Criteria (Certainty of evidence)

e Judgements

e Research evidence (HTA and Systematic Reviews)

e Additional considerations
Conclusions

e Type of decision - recommendation

e Justification

* Implementation considerations - monitoring and
evaluation

e Research considerations

Perspectives
Clinical = individual
Clinical —
population
Health Systems &
Public Health
Health Systems &
Policy

Type of decisions
Recommendation
Policy
Coverage

Use
Group decision
making
In person/online

BMJ, JCE, IJHTA, HARPS, 2016-18



Implications for research: Evidence to Decision
Frameworks

Problems with the process

Alonso-Coello, et al. BMJ 2016, WHO Bedaquiline guidelines 2013
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Objective of this project group
e (Guidance for the identification of research gaps and how to fill them

e Higher certainty evidence for a body of evidence that informs the evidence to decision
framework

e Across the EtD: Question, background, decision criteria, conclusions
e So far not specific

e Having ToE and decision genome in mind
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Certainty of evidence

The GRADE domains that are influenced by
primary research:

Risk of bias, imprecision, indirectness,
Inconsistency and dissemination (publication)
bias

Upgrading domains

less susceptible to being the suggested
focus of additional research.
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Table 2. Interpretation of the certainty of a body of evidence for research and practice, according to individual GRADE domains
(Cochrane Handbook * Zhang et al, 2018).

By outcome

Implications for research

Examples

Risk of bias

Need for methodologically better designed and executed studies

All studies suffered from lack of blinding of outcome assessors. Trials blinding outcome
assessors are required.

Inconsistency

Unexplained inconsistency: need for individual participant data meta-
analysis (IPDMA) to explore subgroup effects; need for studies in relevant
subgroups

Studies in patients with small cell lung cancer are needed to understand if the effects differ
from those in patients with pancreatic cancer.

Indirectness

Need for studies that more directly address the PICO elements and
question of interest

Studies in patients with early cancer are needed because the evidence is from studies with
advanced cancer.

Imprecision

Need for more studies with more participants to reach optimal information
size.

Studies with approximately 200 more events in the treatment and control group are
required.

Publication bias

Need to investigate and identify unpublished data; large studies might help
resolve this issue

Unpublished studies about flavonoids for hemorrhoids

Large effects

No implications

No implications

Dose effects

No implications

No implications

Opposing bias and
confounding

Studies controlling for the residual bias and confounding may be needed to
better estimate the effects.

Studies controlling for following possible confounders may be required smoking, degree of
education.
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Our approach: all sections of the EtD framework :
Structured conclusion section

_ o

Research gaps

Synthesis, primary, policy,
implementation

Missing subgroup

Missing interventions

Mechanims
In whom

Research gaps

Synthesis, primary, policy,

Recommendations for research

New drug regiments containing bedaquiline

Primary research

Recommendations for research

Question PICO elements missing
Background There is resistance to bedaquiline
Certainty of evidence
(if available)
Problem
Values

Desirable and undesirable
health effects

Certainty of the evidence* Very low for mortality
(bedaquiline containing
regiments)

Resource implications

Cost effectiveness

Equity
Acceptability gap of concepts (on to do list)

Feasibility gap of concepts (on to do list)

[GRADE ’ working group

implementation

Individual participant data-
meta analysis
Programmatic research

Who, what, how?

Studies on the relative importance (utility
values) for tuberculosis outcomes

large trials (is always the answer)

Research on how to overcome barriers




Future-Proofing Decisions

Al-enhanced EtD and research conclusions generated based on trained
models (requires framework for drawing conclusions), system dashboards

Another project on target experiment approach to best possible evidence
will inform

GRADE + ToE as operating system of decision-making and research
priority setting.
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Summary

1. Theory of everything as a roadmap for actors and factors
Country studies to enhance Tok

2. Filling the Gaps in ToE: Equity, Power, Ethics

3. WHO based Coalition to connect to key actors

4. Mapping the Decision Genome:
Clarifies types, criteria, and actor roles in the TokE

5. Use legitimate tools to set research priorities and make research happen based on what
actors In health decision making ecosystem need
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Thank You - to all the collaborators

Contact: holger.schunemann@hunimed.eu

Let's make the next breakthrough in health
decisions.
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