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L E S S O N S  L E A R N E D  ·  D I R E C T I O N A L  S Y N T H E S I S  

From Evidence to Institutional Roadmap 

Actionable Lessons for HTDs and Assessors from the First JCA 

Uniting the grounded technical and strategic reviews with the twenty-chapter policy report into one directional 
architecture of action. 

 

Case JCA-MP-2024-06 — Tovorafenib (Ojemda®), Ipsen Pharma; paediatric 
low-grade glioma 

Assessor/Co-assessor NCPE, Ireland · IQWiG, Germany 

Basis Regulation (EU) 2021/2282 (HTAR); Implementing Regulation (EU) 
2024/1381; HTACG guidance under Art. 3(7)(d) 

Character Directional — states direction, principle and instrument; granular 
evidence held in the companion reviews and appendices 

Embeds Seven operational checklists for developers and assessment teams 

 
Companion to the Tovorafenib JCA Strategic Review and Technical Review, integrating the twenty-chapter 
Lessons-Learned policy report. 

https://www.clever-access.com/
https://marketaccesssociety.org/


F r o m  E v i d e n c e  t o  I n s t i t u t i o n a l  R o a d m a p  ·  A  R e a d i n g  o f  t h e  F i r s t  J C A  

    
  
 

Mondher Toumi, Anna Kapuśniak & Clever-Access Team — your professional partner for JCA & JSC 
Clever-Access – To make the difference, let's be clever together! | Homepage - MAS Page 4 

E X E C U T I V E  S U M M A R Y  

Key Actionable Points and the Reform Roadmap 

B O T T O M  L I N E  
Two actors, one keystone. The assessment team’s conduct in the tovorafenib JCA was 
rigorous; the substantive non-compliances sat in the developer’s dossier. Eight PICOs were 
defined; one was assessable, on a surrogate, at an effective sample size of roughly 5.8. Both 
this synthesis and the policy report independently converge on a single keystone reform, a 
transparent step from documented uncertainty to a stated degree of certainty, best delivered 
by adopting GRADE, around which everything below is organised. 

 

Developers — act upstream 
• Predict the likely JCA PICO set early and re-run it at every milestone; screen each PICO for 

evidence feasibility. 

• Maximise comparison feasibility: add exploratory endpoints off the regulatory critical path, and 
consider a dedicated piggy-back HTA study, purely for ITC. 

• Run an early SLR on confounders, then lock prognostic variables and effect modifiers into 
baseline data collection. 

• Power the programme for the ITC, not only the RCT, noting this assumes regulatory 
acceptance, which remains to be demonstrated. 

• Align every analytical choice with the governing HTACG guidance and cite the specific section; 
corroborate with Member-State methods guidance. 

• At the factual-accuracy stage, treat methodological matters as factual, cite references, request 
the assessors’ analysis programs, and flag non-objective language. 

Assessment teams — close the visible gaps 
• Apply an evidence-feasibility matrix at scoping and explicit ESS risk bands. 

• Convert documented uncertainty into a graded, reproducible certainty conclusion; state how 
multiple uncertainties combine. 

• Prefer a bounded, caveated presentation over outright exclusion where the direction of bias is 
known. 

• Publish analysis programs and mark the verification-versus-generation boundary. 

• Keep the report objective: run a semantic line-by-line audit and revise any judgemental or 
interpretive language. 

• Keep the report within Article 9(1): supply a transparent certainty grade, give a sufficient 
statement of reasons, and run the report-quality, mandate, and defensibility self-audit before 
endorsement. 
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Framework — the twelve-point roadmap, in brief 
Adopt GRADE — or an equivalent validated framework — to grade certainty (the top priority) · 
aggregate multiple uncertainties · distinguish scientific from appraisal judgement · clarify 
decontextualisation · a formal assessor-intervention framework · stakeholder traceability · 
reproducibility standards (incl. code) · evidence-scarcity and orphan-aware methodology · earlier 
evidence-feasibility in scoping and consultation · clarify the typology and opposability of HTACG 
guidance · govern the precedent effect · a performance and learning framework for the Article 31 
review. 

https://www.clever-access.com/
https://marketaccesssociety.org/


F r o m  E v i d e n c e  t o  I n s t i t u t i o n a l  R o a d m a p  ·  A  R e a d i n g  o f  t h e  F i r s t  J C A  

    
  
 

Mondher Toumi, Anna Kapuśniak & Clever-Access Team — your professional partner for JCA & JSC 
Clever-Access – To make the difference, let's be clever together! | Homepage - MAS Page 6 

O R I E N T A T I O N  

How to Read This Report 

This report merges two complementary readings of the first orphan Joint Clinical Assessment. The 
technical and strategic reviews supply the grounded evidence, the figures and the two-actor 
verdict; the twenty-chapter policy report supplies the organisational, conceptual and institutional 
reach, and a forward roadmap. Neither alone is sufficient: evidence without reach is inert, and 
reach without evidence is unverifiable. 

The document is directional. Each topic states the direction, the principle, and the instrument, 
typically in a page or two, while the granular claim-by-claim analysis remains in the companion 
Technical Review and the appendices. The body is built as a ladder: operational rungs first (what 
developers and assessors do), then the conceptual foundations beneath them, then the 
institutional level above. The two-actor distinction runs through the operational rungs; the certainty 
layer is the keystone that ties every rung together. 

I N  B R I E F  
Seven operational checklists are embedded where they belong, PICO prediction, comparison 
feasibility, and methodological alignment for developers; a report-quality, mandate, and 
defensibility check plus a reproducibility check for assessors; and a strategic factual-accuracy 
response plus a semantic objectivity audit at the assessment interface. Each is a working tool, 
not an illustration. 

 

F I D E L I T Y  N O T E  
Every figure is reproduced from the source record; no figures have been introduced beyond it. 
Where the report cites HTACG or Member-State guidance, the document names are given for 
orientation only. The proposed instruments (ESS bands, the minimum covariate set, the 
feasibility matrix, and the certainty stages) are flagged as proposals throughout. Named 
examples of GRADE adoption (e.g., Italy, national immunisation advisory groups) are 
illustrative. 
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C R O S S - R E F E R E N C E  

The Findings at a Glance 

The table maps each limitation the tovorafenib assessment exposed to the actor who can address 
it and the action that follows. It is the spine of the report: the developer column drives Part II, the 
assessor column drives Part III, and the framework column drives Parts IV–VI. 

Limitation identified Who acts Action 

8 PICOs defined, 1 
assessable 

Developer + 
Assessor 

Predict and screen PICOs for feasibility at 
scoping 

Unanchored MAIC; positivity 
not fully assessable Developer 

Plan the ITC as primary evidence; secure 
overlap and patient-level data whenever 
feasible 

Incomplete PV/EM set Developer Early SLR on confounders; lock them into 
baseline collection 

Differing RANO criteria; 
outcomes not comparable Developer 

Harmonise outcome definitions with 
comparator studies early (use exploratory 
outcomes and piggy-back studies) 

Analyses inadequately pre-
specified Developer 

Pre-specify estimands and multiplicity; 
align to cited guidance. Pre-specify several 
exploratory analyses, qualified as pre-
specified but at limited risk 

Surrogate-only output; ESS ≈ 
5.8 

Developer + 
Assessor 

Power the ITC; adopt explicit ESS risk 
bands 

Exclusion where the bias 
direction is known Assessor Bound and caveat rather than delete; one 

consistent threshold. Bound to EBM. 

Factual check not limited to 
numbers Developer Treat methodology as factual; cite 

references; request code 

Non-objective/interpretive 
language Assessor Semantic line-by-line objectivity audit; 

revise 

Input recorded, influence 
untraced Assessor Trace expert and carer input to its effect 

Uncertainty documented, 
certainty ungraded Framework Transparent uncertainty-to-certainty step; 

aggregation principles 

Rarity appraised as a 
methodological weakness Framework Orphan-aware methodology; graded ITC 

certainty 

Article 9(1): no value 
judgment, yet a stated 
degree of certainty is 
required 

Framework + 
Assessor 

Supply a transparent, attributable certainty 
grade — the lawful way to satisfy Article 
9(1) 
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Limitation identified Who acts Action 

Weak statement of reasons; 
inconsistent treatment of 
uncertainty (litigation risk) 

Assessor 
Give sufficient reasons; one consistent 
threshold; consider orphan constraints; 
publish reasoned dispositions 

Report value, clarity, and 
mandate not secured for 
national use 

Assessor Run the report-quality, mandate & 
defensibility self-audit before endorsement 

Guidance typology & 
opposability unclear; 
compliance is not a quality 
guarantee 

Framework 
(HTACG) 

Clarify guidelines vs guidance vs guiding 
principles — status, opposability, and 
recourse 

First JCA creates precedent Framework Mark case-specific vs general precedent; 
calibrate early reports with extra care 

 
Limitations are drawn from the source record; “who acts” reflects the actor with primary control over each fix. 
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P A R T  I  ·  T H E  G R O U N D E D  F O U N D A T I O N  

Part I — What the First JCA Revealed 

The first JCA should not be read merely as the assessment of one orphan medicine. It is the first 
practical stress test of the European HTA architecture under conditions that challenge almost every 
component at once: rarity, small populations, single-arm evidence, conditional approval, no 
common comparator, indirect comparison, and substantial uncertainty. New systems are revealed 
by their edge cases, which makes this case diagnostic rather than merely difficult. 

The framework proved operationally functional: governance worked, cross-Member-State 
coordination held, stakeholder consultation ran, and the report was produced within the procedural 
framework. That is a real institutional achievement and should not be understated. The lessons 
that follow raised several concerns. Compliance with processes does not guarantee quality but 
reflects the relevance of the processes. Irrelevant processes produce irrelevant output. 

The two-actor verdict, with the figures 
Everything downstream rests on judging two actors separately. The assessment team conducted 
the review in compliance with, and by actively enforcing, the binding methodology; the substantive 
non-compliances sat in the developer’s evidence package. The defensible verdict: procedurally 
compliant and methodologically as defensible as the guidance is good, but only partially compliant 
in outcome, because most of the agreed scope could not be assessed comparatively. 

Dimension Verdict Basis (from the source record) 

Procedural/structural Compliant Template, scope, stakeholder involvement, and 
transparency all met 

Assessor 
methodological 
conduct 

Exemplary Independent verification, recomputation, guidance-
aligned exclusions 

Outcome 
completeness Poor 1 of 8 PICOs assessable; surrogate ORR; ESS ≈ 5.8; 

OS/HRQoL not assessable 

Certainty reporting Gap Uncertainty documented (≈20 vs ≈10 terms); no 
graded conclusion 

Developer dossier Non-
compliances 

Unanchored MAIC weaknesses, PV/EM gaps, flawed 
sensitivity analyses 

 
The full claim-by-claim analysis — the three exclusions, the factual-accuracy dispositions 
(≈5/≈21/4), the EBM point-by-point, and the legal-fragility tiers — is held in the companion 
Technical Review. 
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P A R T  I I  ·  H E A L T H  T E C H N O L O G Y  D E V E L O P E R S  

Part II — The Developer Playbook 

The central lesson is simple to state and demanding to implement: the JCA is not a regulatory 
exercise performed after development is complete. Its requirements must be built into evidence 
generation from the earliest stages, because most of what constrained the tovorafenib assessment 
was structural to the evidence package and could not be repaired at submission. This part fuses 
the operational lessons with the organisational capability layer, and embeds three working 
checklists. 

Predict the PICO before you design the submission 
The most consequential number in the case is a scoping number: eight PICOs defined, one 
assessable. National variation can multiply PICOs well beyond a single figure, and a PICO that 
cannot be assessed adds no value, however policy relevant. Comparator strategy must therefore 
become a living activity, horizon scanning, treatment-pathway analysis, and national HTA 
monitoring, not a submission-stage exercise. 

Checklist 1 · Early PICO Prediction  

 Action Why it matters/source 

☐ Run a PICO-prediction exercise from the 
end of Phase II, repeated at every milestone. 

Comparator intelligence; EC PICO exercises, 
future reports, insightful experts 

☐ 
Map the likely Member-State comparators 
per population and subgroup, including off-
label and sequencing comparators. 

National variation multiplies PICOs 

☐ Estimate the plausible PICO count and label 
each as policy-driven or evidence-driven. Scoping process guidance 

☐ 
Record an evidence-feasibility verdict for 
each predicted PICO: assessable/at-risk/not 
assessable, with an owner. 

Prevents “8 defined, 1 assessable” 

☐ Re-run after any change in a national HTA 
pathway or treatment landscape. Comparator relevance decays 

Maximise comparison feasibility, and design evidence that the regulator will not see 
In a rare disease, the indirect comparison is the primary source of comparative evidence, not 
a supporting analysis; under an unanchored design, the method is most sensitive to population 
overlap, covariate completeness, and patient-level data access. Two ideas deserve emphasis. 
First, add exploratory endpoints aligned to likely comparators, positioned off the regulatory critical 
path so they cannot jeopardise approval but are available for the ITC. Second, where the pivotal 
trial cannot carry them, plan a dedicated piggy-back HTA study, an extension, registry, or parallel 
cohort, generating HTA-relevant endpoints and covariates that are not reported within the 
regulatory dossier. Both ideas, and powering the programme for the ITC, assume the regulator will 
accept the additional design; that assumption remains to be demonstrated and should be tested 
at Scientific Consultation. 
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Checklist 2 · Maximising Comparison Feasibil i ty  

 Action Why it matters/source 

☐ 
Add exploratory/secondary endpoints 
aligned to the likely comparator studies, 
outside the regulatory critical path. 

Available for ITC; cannot jeopardise approval 

☐ 

Where the pivotal trial cannot carry them, 
plan a dedicated piggy-back HTA study 
(extension, registry, parallel cohort) not 
reported in the pivotal regulatory dossier. 

Generates HTA endpoints & covariates 

☐ 
Perform an early SLR specifically to identify 
the prognostic variables and effect modifiers 
cited across the comparator literature. 

PV/EM completeness is the unanchored failure 
mode 

☐ 

Lock those confounders into baseline CRFs 
before the first patient in, missing covariates 
cannot be recovered later, or at the 
screening phase. 

Minimum covariate set (App. B) 

☐ 

Harmonise outcome definitions, response 
criteria, assessment schedules, and 
censoring rules with expected comparators. 
If too late, generate a validated mapping to 
compare close but different outcomes. 

Differing RANO criteria collapsed comparability 

☐ 

Power the programme for the subgroup and 
ITC: size the matched/effective sample so a 
clinically meaningful difference can survive 
weighting. The regulator may not be keen to 
it. 

ESS ≈ 5.8 collapsed PICO 5 

☐ 

Secure patient-level data (or contractual 
rights) for comparator datasets early, 
eventually through databases, existing 
cohorts, or registries when feasible. 
Generate matched synthetic control arm. 

Abstract-only data are excluded 

 

A S S U M P T I O N  T O  T E S T ,  N O T  T O  P R E S U M E  
Exploratory endpoints, a piggy-back study, and ITC-driven sizing all add design burden and 
assume the regulator will accept the additional collection without disrupting the approval 
pathway. This is not established. Raise it explicitly at Joint Scientific Consultation and record 
the response — it is a programme risk, not a settled fact. 

Align methodology with guidance, and cite the section in the submission 
The assessment discounted several analyses, not because the idea was wrong, but because the 
application was inadequately pre-specified or unsupported. The discipline that answers this is to 
attach, to every material analytical choice, the specific section of the governing HTACG guidance 
that supports it, and, if it departs from HTACG guidance, corroborate it with the more specific 
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Member-State HTA methods guidance where it exists. Document, version, and retain all analysis 
code, including the weighting package reference, the tovorafenib report found missing. 

Checklist 3 · Methodological Alignment and Documentation  

 Action Why it matters/source 

☐ 

For every analytical choice, cite the specific 
section of the governing HTACG guidance 
that supports it, or other MS methodology 
reference or strong academic reference. 

See the alignment table below 

☐ 
Pre-specify estimands, the primary analysis, 
multiplicity controls, and the role of each 
exploratory analysis before database lock. 

Shifted-null/E-values were discounted as not 
pre-specified 

☐ Corroborate with the relevant Member-State 
methods guidance where it is more specific. 

IQWiG; G-BA; HAS; Zorginstituut; EUnetHTA 
SLR; NICE manual 

☐ 

Provide reproducible diagnostics for every 
assumption (e.g., the full proportional-
hazards assessment), not only the 
conclusion. 

PH detail was missing in tovorafenib 

☐ 
Retain, version, and reference all analysis 
code and software packages; specify the 
version. 

The Weighting-package reference was absent 
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Alignment map. Names are given for orientation; insert the verified section and any wording from the source 
before use. 

Analytical choice Governing HTACG guidance Section to cite/corroborate 
Illustrative column 

PV/EM identification & 
adjustment 

Methodological Guideline for 
Quantitative Evidence Synthesis 
(direct & indirect comparisons) 

[insert §] · IQWiG General 
Methods; ISPOR good practice 

Unanchored MAIC/STC Quantitative Evidence Synthesis 
guideline 

[insert §] · NICE DSU and ZIN 
population-adjustment 
guidance 

Study validity/risk of 
bias 

Guidance on the validity of clinical 
studies for JCA [insert §] · Cochrane RoB2 

Outcome selection & 
definitions 

Guidance on outcomes for the 
JCA [insert §] · core outcome sets 

Scope/PICO 
Guidance on the scoping process; 
EC PICO exercises, published 
JCA reports 

[insert §] · MS scoping practice 

Dossier completeness 
Guidance on completing the 
dossier template; Impl. Reg. (EU) 
2024/1381 

[insert §] · Flexibility exists but 
is assessor-dependent 

Certainty/evidence 
grading No endorsed JCA instrument Gap, adopt GRADE (Part IV) 

 
Exact section numbers, versions, and verbatim text must be verified against the source documents before 
circulation. 

Build the organisational capability and integrate the strategy 
These tactics fail if they live within a single function. The case argues for integrated evidence 
governance: a JCA Centre of Excellence coordinating comparator intelligence, indirect-
comparison planning, an uncertainty register (separating avoidable epistemic from unavoidable 
ontic uncertainty), and a JCA Data Readiness Framework that reviews key variables annually 
before gaps become irreversible. Methodological literacy must reach beyond specialist teams, 
clinical, regulatory, and market-access functions, each of which needs to understand comparative-
evidence constraints. The strategic frame is that regulatory approval and JCA success are different 
evidence challenges: approval asks whether the benefit outweighs the risk; the JCA asks whether 
the relative effect can be estimated with certainty and transparency. Comparative evidence has 
become a strategic capability, not a submission-stage deliverable. 
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P A R T  I I I  ·  A S S E S S M E N T  T E A M S  

Part III — The Assessor Playbook 

O N  T H E  S P I R I T  O F  T H I S  S E C T I O N  
It may appear arrogant to draw lessons for the assessment teams. They represent the 
competent authority and, by their role, are here to teach more than to learn. This section is 
offered in a different spirit. For the sake of transparency, the exercise benefits every party — 
the HTACG, the European Commission, and ultimately the clinicians and patients the system 
serves. Its aspiration is symmetrical: to improve readiness on the developer side and the 
transparency and quality of the assessment report on the other. We are convinced there is 
room for development, and that it is healthy for such improvement to be supported by third 
parties — long-standing, good-faith observers of HTA in Europe and beyond across some forty 
years. What follows is constructive, not a criticism of conduct that was, on the evidence, 
rigorous and largely exemplary. The authors believe such debate is healthy for EU-HTA. 

 
The assessment team’s conduct was rigorous and, on the procedural and methodological-conduct 
dimensions, largely exemplary. Being exemplary means being compliant, but not necessarily 
scientifically relevant. The system is bound by its own methodology guidance documents. The 
recommendations avoid debating the guidance's relevance by deliberately operating within its 
defined boundaries. Here are adjustments aimed at closing the gaps the case exposed in the 
framework and its reporting, several of which the assessors could not close because the binding 
methodology does not yet provide the instrument. Each is tied to a specific finding. 

• Screen each PICO for evidence feasibility at scoping, a four-axis matrix (policy relevance, 
clinical relevance, evidence feasibility, data availability, and outcome compatibility) to stop the 
“eight defined, one assessable” pattern. 

• Adopt explicit ESS risk bands; illustrative, not prescriptive: e.g. >50 acceptable; 20–50 caution; 
10–20 major uncertainty; <10 exploratory only. PICO 5 fell to ≈ 5.8. The point is to make fragility 
legible, not to set a hard cut-off. 

• Prefer a bounded, caveated presentation over outright exclusion where the direction of bias is 
known, use a known bias direction (e.g., RANO-LGG ORR favoring the intervention) to test 
the worst-case survival of the effect; apply one consistent evidentiary threshold across 
analyses. 

• Add a published methodological-disagreement review category, distinct from factual accuracy, 
with assessor, co-assessor, and expert-panel responses, so genuine disputes become 
auditable rather than absorbed. 

• Name the specific deficiencies, identify the unadjusted variables and the missing diagnostics, 
rather than describing them generically. 

• Trace expert and carer input to its effect, record whether and how documented input changed 
scope, outcomes, or interpretation. 

The six recommendations above improve the substance of the assessment. The checklist below 
complements them by securing the qualities a report must have to be useful, intelligible, and 
defensible: that it delivers value to national readers, reads objectively and traceably, stays strictly 
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within the assessment mandate, and closes the openings through which a challenge could enter. 
It is a pre-publication self-audit, dimensions tagged in the right-hand column. 

Checklist 4 · The Assessor Report-Quality, Mandate & Defensibil i ty Check  

 Action Why it matters/source 

☐ 

State the report’s intended use honestly, it 
enables national appraisal to begin (“no 
further clinical-evidence request”), not that it 
is a complete basis for appraisal. 

VALUE · manages national expectations 

☐ 
Address every patient-important outcome, or 
mark it explicitly not assessable with the 
reason (OS, HRQoL, symptoms). 

VALUE · usability for appraisal 

☐ 
Ensure a non-specialist national reader can 
follow each conclusion and what it does and 
does not support. 

INTELLIGIBILITY · cross-border use 

☐ 
Define and contextualise every metric and 
threshold (e.g., what an ESS of ~5.8 means 
for confidence), not just report it. 

CLARITY · numbers need meaning 

☐ 
Keep the language objective — fact, not 
judgement or interpretation; run the semantic 
line-by-line audit (Checklist 7). 

CLARITY · mandate to report facts 

☐ 

Trace every major conclusion visibly to 
evidence → analysis → reasoning; 
reasoning should align with reasonableness 
and the state of the art. 

TRACEABILITY · auditability 

☐ 
Make the step from documented uncertainty 
to a stated degree of certainty explicit and 
reproducible (GRADE). 

TRACEABILITY · the keystone 

☐ 
Identify assessor-generated analyses, mark 
them as verification rather than new 
evidence, and publish the programs/code. 

MANDATE · verification–generation boundary 

☐ 

Trace patient and clinician input to its effect 
on scope, outcomes, or interpretation — or 
state why it had none; provide a table of all 
inputs and how each was integrated or not, 
and increase the number of inputs. 

TRACEABILITY · participation 

☐ 
Confine the report to assessment; exclude 
all appraisal (clinical added value, place in 
therapy, reimbursement). 

MANDATE · HTAR delimitation 

☐ 
Where scientific judgement was exercised 
(exclusions, bias direction), document and 
attribute it, do not present it as a bare fact. 

MANDATE · judgement made visible 
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 Action Why it matters/source 

☐ 

Give a sufficient statement of reasons — 
why a given uncertainty is decisive, and why 
one analysis was accepted and another 
rejected. 

LITIGATION · Art. 296 TFEU exposure 

☐ 

Treat uncertainty with one explicit, consistent 
threshold across all analyses (no 
asymmetry, e.g., keeping ESS ≈ 5.8 while 
excluding others); no cherry-picking, apply 
the same rules consistently. 

LITIGATION · inconsistency challenge 

☐ 

Show that all relevant circumstances were 
considered, including orphan/rarity-driven 
evidence-generation constraints, assessed 
distinctly from methodological weakness and 
described as fact, not interpretation or value 
judgement. 

LITIGATION · failure-to-consider; equal 
treatment 

☐ 

Make factual-accuracy dispositions 
reasoned and published, via a 
methodological-disagreement category, so 
rejections are auditable. 

LITIGATION · procedural fairness 

☐ 

Confirm that two independent national 
readers would reach the same interpretation, 
and align each method to its cited HTACG 
guidance section. 

CONSISTENCY · harmonisation & 
interoperability 

Assessor reproducibility and the verification boundary 
On reproducibility, the obligation the framework places on developers should run in both directions. 
The tovorafenib team recomputed relative effects and reproduced the MAIC weighting in R; those 
programs, versions, and inputs should be published, and the line between verifying the developer’s 
figures and generating new evidence should be stated explicitly. 

Checklist 5 · Assessor Reproducibil i ty and the Verification Boundary  

 Action Why it matters/source 

☐ 
Publish the analysis programs/code, 
software, and package versions used for any 
re-computation or reproduction. 

R v4.5.1; MAIC package in tovorafenib 

☐ Provide the seeds, weights, and inputs 
needed to reproduce each derived estimate. Enables independent audit 

☐ 
Mark each analysis as verification of the 
developer’s figures or as newly generated; 
justify anything newly generated. 

Assessment vs. generation boundary 
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 Action Why it matters/source 

☐ 

Where an analysis is excluded, publish the 
bounded/caveated result withheld and the 
threshold applied to decide rejection; the 
threshold should be harmonised across 
assessments. 

Mitigates the conservatism asymmetry 

Assessor lessons for the hard cases 
The developer playbook is necessarily rich because developers control most of the upstream 
choices. The assessor’s craft is tested elsewhere, in how the unavoidable hard cases are handled 
when the evidence is thin and the methodology silent. Drawn from the technical and strategic 
reviews, the recurring hard cases and the lessons each carries are below. 
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Hard case Assessor lesson 

Evidence scarcity 
Read scarcity as a distinct condition, not a deficiency. State explicitly 
when the limiting factor is the disease, not the dossier, and pair every 
exclusion with the bounded information thereby withheld. 

Single-arm evidence 
Do not let “not a controlled comparison” become “not discussed.” 
Retain the best available direct evidence at an explicit, low certainty 
rather than removing it from the report body. Avoid cherry-picking. 

Uncertainty 
aggregation 

Several moderate limitations may be jointly decisive; some overlap 
and must not be double-counted. Describe overlap and clarify how it is 
managed when assessing the degree of certainty of the relative 
effectiveness. State which uncertainties are decisive and which 
supportive, with the reasoning visible (Part IV). 

Competing 
methodological 
paradigms 

A strict IQWiG-style reading and a pragmatic small-population reading 
can both be defensible. Name the paradigm applied and why, rather 
than presenting one school’s convention as a settled fact. 

Conflicting expert 
input 

Where clinicians or carers disagree, record the divergence and how it 
was weighed; do not silently adopt one view. Traceability protects the 
assessment from a charge of selective listening. Provide a table with 
inputs and how they impacted the PICO, or not, as well as for the 
report. 

Absent evidence and 
efficacy/effectiveness 

Distinguish “evidence exists but is weak” from “no evidence exists.” 
For a genuinely empty PICO, say so plainly and state what would be 
needed, rather than letting silence imply a negative finding. Clarify 
whether this is a relative efficacy or a relative effectiveness. If relative 
effectiveness emerges from relative efficacy evidence, provide a clear 
process for how the translation was operated. 

 
Two principles run through all six. First, scientific judgement is unavoidable, so the task is to make 
it transparent and attributable, not to deny it and keep it implicit. Second, conservatism is not 
neutral: guarding against crediting a false benefit silently risks the opposite error of failing to credit 
a real one, which in rare diseases may never be correctable. 

I N  B R I E F  
Across the assessment, where evidence was ambiguous, the framework leaned toward 
exclusion, caution, and the documentation of uncertainty over inference. Each choice was 
defensible alone; together they form a reflex that bites hardest in rare disease, where no better 
evidence is ever coming. The strategic task is to make that asymmetry explicit, and to read 
rarity-driven constraints as a distinct category, not as ordinary methodological weakness. 
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P A R T  I V  ·  T H E  K E Y S T O N E  

Part IV — The Certainty Layer 

I N  B R I E F  
Both the technical/strategic reviews and the policy report identify the same single most 
important issue: the report documents uncertainty exhaustively but never converts it into an 
explicit, graded degree of certainty. Close this one omission, and most other tensions resolve, 
because so many of them are expressions of it. 

 

The common root: a step the report never writes down 
The conversion from “here are the limitations” to “this is how much the estimate can be trusted” 
does not disappear when left unstated; it migrates out of the report and into the reader, leading to 
individual appreciation and a risk of heterogeneous output. A national body cannot act on a 
catalogue of weaknesses alone; someone must decide how much those weaknesses matter when 
assessing the degree of certainty of the relative effect. A framework that documents uncertainty 
but omits the certainty step does not achieve neutrality; it achieves concealment, quietly 
reintroducing the contextual judgement the decontextualised model was meant to exclude. It 
influences the reader directionally without standardising the main objective it is supposed to 
achieve. Without this assessment, the report fails to meet its purpose. 

Adopt GRADE, or an equivalent validated certainty framework 
The objective is not to replace judgement with an algorithm but to make reasoning and aggregation 
visible and reproducible, so different readers can follow how a conclusion was reached, even 
where they disagree. The recommendation is specific but not exclusive: adopt GRADE or another 
validated framework able to grade the certainty of a body of evidence. GRADE is the most direct 
way to close the uncertainty-versus-certainty debate, because it converts a catalogue of limitations 
into an explicit, reproducible grade. It is not a theoretical proposal; it has been proven 
implementable. National immunisation technical advisory groups (NITAGs) and several HTA 
bodies already apply it, and Italy, which is not among the largest or best-resourced HTA systems, 
applies GRADE across submitted dossiers. Adoption reduces subjectivity and variability, precisely 
the qualities the JCA most needs for interoperability across Member States. 

Why GRADE specifically? It is the most widely adopted and validated system for rating certainty 
per outcome on a four-level scale (high/moderate/low/very low), with transparent downgrade and 
upgrade domains, and it is already embedded in Cochrane, NICE, and WHO practice. It is not, 
however, the only option, and the report does not claim it is. The honest landscape: 
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Framework Status for JCA use 

GRADE The reference standard for grading certainty of a body of evidence per 
outcome; widely validated and implemented. Recommended default. 

CINeMA A GRADE-derived approach operationalised for network meta-analysis; same 
four-level output. A natural complement where evidence forms a network. 

ROBINS-I A risk-of-bias tool for non-randomised studies — it feeds into GRADE rather 
than replacing it; relevant to single-arm and ITC evidence. 

IQWiG 
certainty-of-
conclusions 

A distinct, validated Member-State scheme (proof/indication/hint); evidence 
that an interoperable alternative to GRADE already operates inside the EU. 

ICER evidence 
rating 

A certainty-plus-benefit matrix used in appraisal; informative but appraisal-
oriented, less suited to a value-free JCA. 

 
GRADE is recommended as the validated default; the requirement the JCA must meet is a 
transparent, reproducible certainty grade, by whichever validated instrument the HTACG selects. 

Stage What it does 

Stage 1 Establish the starting evidence base by study design (e.g., single-arm, 
unanchored ITC). 

Stage 2 Examine limitations, risk of bias, indirectness, residual confounding, imprecision, 
outcome incompatibility, and evidence scarcity. 

Stage 3 Evaluate how the limitations interact and aggregate (see principles below). 

Stage 4 State an explicit certainty conclusion (high/moderate/low/very low, or an 
equivalent) with a visible, transparent derivation. 

Combining multiple uncertainties 
Assessments routinely identify several limitations at once, yet the framework gives little visibility 
into how they combine. Uncertainties are not independent: several moderate limitations may 
together be decisive, while others overlap and should not be double-counted. Three principles 
should govern aggregation, with the reasoning kept visible throughout. 
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Principle Meaning 

Transparency Distinguish decisive limitations from supportive ones; not all carry equal 
weight. Example of death vs nausea. 

Proportionality The impact of an uncertainty should reflect its likely influence on the 
estimate, judgement, not numerical scoring, but visible. 

Consistency Similar evidence packages assessed by comparable logic; consistent 
standards, not identical conclusions. 

The real barrier: restrained contextualisation and judgement — and the adverse-event 
paradox 
If GRADE is implementable and reduces variability, why has the JCA not adopted it? The obstacle 
is not methodology or feasibility but the framework’s deliberate restraint on contextualisation and 
judgement. GRADE requires structured judgement — rating the importance of outcomes and the 
certainty of evidence — and the JCA, in its effort to remain factual and appraisal-free, is reluctant 
to license exactly that. 

The clearest illustration is adverse events. The framework discourages weighting or ranking 
outcomes, including harms. But declining to weigh adverse events is not neutral; it is a distortion, 
even on purely objective grounds. It is an objective clinical fact, not a value judgement, that a fatal 
event and transient nausea cannot be treated as equivalent. Prohibiting explicit weighting does not 
remove the ranking; it forces it to happen implicitly, in the mind of each reader, and to go 
unreported. This is the certainty paradox again in a second guise: a judgment the framework 
declines to make explicit does not disappear; it migrates out of the report and becomes invisible. 

The lesson is that restrained contextualisation and judgement, not the tooling, are the main barrier 
to a more useful, interoperable, and reproducible JCA. Adopting GRADE, and with it a bounded, 
transparent, and auditable form of structured judgement, would convert these implicit rankings into 
explicit, contestable ones. The judgement is happening either way; the only question is whether it 
is written down. 

Why this is the keystone: the EBM purpose-mismatch 
The report invokes “international standards of evidence-based medicine” but applies EBM 
selectively, importing only the internal validity half while setting aside the totality of evidence, 
certainty grading, and value integration. This is not an execution failure; it is the predictable 
consequence of using a therapeutic-decision discipline for a comparative-effectiveness objective. 
The honest course is to acknowledge the mismatch and supply the missing certainty step, rather 
than claim full EBM alignment. HTA has never been and will never be EBM-compliant because the 
hierarchy of evidence means exclusion for HTA and inclusion with grading for EBM. 

Point of tension What the JCA report does What EBM would do 

Single-arm pivotal 
evidence 

Excluded; only the matched 
subpopulation survives 

Retains it as the best available 
direct evidence at very low 
certainty 
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Point of tension What the JCA report does What EBM would do 

Biased/imperfect 
analyses 

Excluded once a limitation is 
identified 

Downgrade and bound; exclude 
only if bias could explain the 
whole effect 

Known bias direction Analysis deleted Use the direction to test the 
worst-case survival of the effect 

Evidentiary threshold Asymmetric (ESS ≈ 5.8 kept; 
others excluded) 

One consistent appraisal 
standard across analyses 

Certainty rating Narrative “highly uncertain”; no 
instrument, no standardisation Structured, reproducible grade 
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P A R T  V  ·  T H E  B O U N D A R I E S  L E F T  U N S T A T E D  

Part V — Conceptual Foundations 

Beneath the operational rungs lie conceptual boundaries that the framework currently leaves 
implicit. Clarifying them would strengthen accountability without reducing rigour. 

Scientific judgement versus the myth of judgement-free assessment 
The Regulation seeks factual, appraisal-free assessment. Yet evaluating validity, risk of bias, 
comparability, confounding, and analytical assumptions all require expert judgement; without it, 
assessment is impossible. The question is not whether judgement exists but which kind is 
appropriate. Scientific judgement concerns the credibility of evidence; appraisal judgement 
concerns value, preference, and reimbursement. The framework depends extensively on the 
former while excluding the latter, and saying so explicitly would reduce confusion around 
“objectivity” and let scientific judgements be documented and challenged. 

Decontextualisation, clarified 
Removing the appraisal does not remove context. Rarity, unmet need and feasibility constraints 
continue to shape interpretation of scientific evidence without appraisal, implicitly if not 
transparently treated. Decontextualisation without an explicit certainty grade is not the absence of 
contextual judgement; it is its relocation to a place no one can see. Future guidance should clarify 
how contextual scientific reasoning differs from contextual appraisal reasoning. 

The assessor-intervention boundary 
Recomputation and reproduction are legitimate verification and were documented as such. But 
they sit close to an unstated boundary: where verifying the developer’s analyses ends and 
substituting for the developer begins. A formal assessor-intervention framework that specifies what 
may be verified, reproduced, and newly generated would protect both neutrality and reproducibility. 

Stakeholder traceability and influence 
A carer and clinical experts provided documented input under Articles 8(6) and 11(4), annexed in 
the appendices, but the report never shows whether or how it changed the assessment. 
Participation recorded without a traceable influence invites the question of what it was for. A simple 
traceability mechanism, recording, for each substantive input, whether it altered scope, outcomes, 
or interpretation, and where not, why, makes its role visible without giving it a veto. 

Acting at the factual-accuracy interface 
The tovorafenib factual-accuracy stage was revealing: the operative boundary was not “factual 
versus interpretive” but the comment’s impact on the assessment narrative. Several rejected 
comments contained checkable factual assertions. Two consequences follow. For developers, the 
factual check is not limited to numbers: methodological matters that rest on verifiable facts can 
legitimately be raised as factual, provided each is anchored to a citation. For assessors, the report 
must remain objective, factual, and not judgemental or interpretive, which calls for a semantic audit 
of the report’s own language. The two checklists below operationalise each side. 
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Checklist 6 · Strategic Factual-Accuracy Response (developer)  

 Action Why it matters/source 

☐ 

Treat methodological matters as factual 
where they rest on verifiable facts (e.g., 
which RANO criteria a comparator used; 
whether Arm 2 data were provided). 

The factual check was not limited to numbers 

☐ 

Anchor every comment to a citation, HTACG 
guidance section, Member-State methods 
guidance, or methods literature, so it reads 
as fact, not opinion. 

Cite to support each point 

☐ 
Request the assessors’ analysis 
programs/code to verify their recomputations 
and surface errors or arbitrary choices. 

Assessors reproduced analyses in R 

☐ 

Flag non-objective language and request 
objective revision, citing the HTAR 
requirement that the JCA be factual and free 
of appraisal; provide a line-by-line semantic 
table assessment. 

The report must report facts, not judgement, 
and not attempt to influence a third party’s 
judgement 

☐ 
In each comment, separate the verifiable 
fact from the requested correction and state 
the consequence if uncorrected. 

Improves disposition odds 

☐ 
Log every disposition and, where rejected, 
the stated reason anchored in the reference 
text. 

Builds the record for any Article 31 review 

Checklist 7 · Semantic Objectivity Audit,  Line by Line (assessors)  

Tag each sentence of the report as objective fact, attributed judgement, interpretation, or appraisal. 
Rewrite interpretation into an attributed, hedged, or fact-only form; remove anything that strays into 
appraisal. Flag, at minimum: 
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 Action Why it matters/source 

☐ 

Evaluative or normative words 
(“inappropriate”, “flawed”, “inadequate”) 
presented as fact rather than as an 
attributed assessment. 

Attribute or soften 

☐ 
Causal language drawn from associational 
or observational data (e.g., reading Kaplan–
Meier differences as causal). 

Appendix C itself cautions against this 

☐ Interpretation stated without a hedge or 
without the certainty qualifier. Couple to the certainty grade 

☐ Statements that drift toward appraisal — 
value, place in therapy, reimbursement. Prohibited content 

☐ 

Asymmetric framing — one analysis 
“excluded as biased”, another retained 
without the same scrutiny stated while 
experiencing the same level of bias. 

One consistent threshold 

☐ Words implying a degree of certainty that 
was never graded. Implicit influence The keystone gap, in miniature 
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P A R T  V I  ·  S Y S T E M  A N D  I N S T I T U T I O N  

Part VI — System, Institution, and Roadmap 

Reproducibility as a standard, and the standard-setting institution 
Reproducibility should become a core feature of JCA reporting, visible analytical pathways, shared 
code, documented assumptions — because the first assessments are already setting norms. The 
JCA is evolving into a standard-setting institution: early reports establish expectations for evidence 
quality, comparability, and methodological credibility that will shape not only future assessments 
but future development programmes. That influence is a reason to get the reporting standards right 
early. 

The evidence-scarcity challenge and orphan-aware methodology 
Many uncertainties in the case reflect structural characteristics of evidence generation in rare 
disease, not deficiencies of execution. Appraising rarity-driven uncertainty on the same footing as 
methodological weakness is the framework’s most serious medium-term exposure. Methodological 
guidance should explicitly address evidence scarcity in orphan diseases, advanced therapies, and 
precision medicine, and the certainty of indirect comparisons should be graded rather than 
excluded by default. This is consistent with the broader critique of the current guidance: an overly 
conservative stance on assumption violations, limited endorsement of population-adjusted and 
Bayesian methods, and no endorsed quality-grading tool. GRADE is the obvious candidate to fill 
this gap (Part IV). 

The precedent effect 
The first JCA is not only an assessment but also a precedent. Future developers, future assessors, 
future HTACG subgroups, and future guideline revisions will all read it, and the choices made here, 
which analyses were excluded, how uncertainty was described, and what counted as a factual-
accuracy correction, will be cited, imitated, and hardened into informal standards long before any 
formal revision occurs. This has concrete consequences. The first reports should be calibrated and 
reasoned with extra care, because they set expectations disproportionate to their number. 
Transitional artefacts, choices made because the methodology was silent, not because they are 
correct, risk being mistaken for settled doctrine. Developers should treat the growing body of 
published JCAs as a precedent library, mining it for the assessors’ revealed preferences on 
covariates, exclusions, and certainty language. And the HTACG should distinguish, in each report, 
what is a case-specific decision from what is intended as a general precedent; otherwise, the 
system will set standards by accident rather than by design. 

The harmonisation paradox 
A common assessment does not automatically produce a common interpretation. All Member 
States receive the same report, yet may still differ in the confidence they place in the evidence, 
especially when certainty remains implicit. Harmonisation is a continuum, not a binary: common 
assessment is achieved; common interpretation is the next frontier, and it depends directly on the 
certainty layer of Part IV and the national usability of the report. 

Legal fragility and what assessors can do to mitigate it 
The deepest legal tension lies within Article 9(1) of the HTAR itself. It prohibits the report from 
containing any value judgment or any conclusion on overall clinical added value, yet it 
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simultaneously requires the report to state the degree of certainty about the relative effects. 
Grading certainty is itself a structured scientific judgement. The tovorafenib report’s omission of an 
explicit certainty grade therefore sits precisely on this fault line: a requirement of the Regulation 
that the framework’s judgement-restraint left unmet. This is the legal face of the conceptual 
paradoxes in Part V; a “judgement-free” report is not possible, because validity assessment and 
certainty assessment are judgements; the lawful course is to make that judgement transparent and 
attributable, not to suppress it. 

Were the assessment challenged, the technical reading favours arguments that attack the quality 
of reasoning over those that attack the science: an inadequate statement of reasons (why a given 
uncertainty is decisive, why one analysis was accepted and another rejected), inconsistent 
treatment of uncertainty, and a failure to consider all relevant circumstances, including orphan 
evidence-generation constraints, are the stronger grounds. “No orphan methodology, therefore 
invalid” is weak, and the report may not even be a challengeable binding act, since Member States 
may merely give it “due consideration” and draw their own conclusions on added value. The 
durable exposure is systemic, the orphan thread, not case-specific. What assessors can do to 
mitigate it is already set out in the litigation-tagged items of Checklist 4: give sufficient reasons, 
maintain a consistent uncertainty threshold, consider rarity-driven constraints separately, and 
publish reasoned factual-accuracy dispositions. (The fuller tiered analysis, and the related tensions 
around Recital 28 and the EBM-standard requirement, are held in the companion Technical 
Review.) 

The status of the guidance itself 
A subtle but important point underlies the whole question of compliance. Treating strict compliance 
with the HTACG guidance as a guarantee of quality presumes that the guidance is complete and 
correct, that it has anticipated every situation. It has not, and it has been substantively criticised 
(an overly conservative stance on assumption violations, limited endorsement of population-
adjusted and Bayesian methods, and no endorsed certainty-grading tool). Compliance is, 
therefore, necessary but not sufficient for a high-quality assessment; a report can follow imperfect 
guidance faithfully and still under-serve its readers. 

The normative status of the instruments also needs to be clarified. The HTACG issues guidelines 
(apparently expected to be applied in full), guidance documents (which give direction, with 
departure acceptable where justified), and guiding principles (read as prescriptive, yet without a 
clear legal basis). The HTACG should clarify this typology — how each is to be used, and what 
legal recourse attaches to each. A related point deserves attention: on one reading, the guidance 
is opposable to the assessors, who must follow it, but not directly to the developer. If so, assessors 
cannot impose the guidance on a developer; they can only record, in the assessment, the 
consequences of any departure. Clarifying both the typology and this opposability would reduce 
disputes and strengthen the legitimacy of every future report. However, without referring to the 
methodology documents, the assessors are entitled to make any request as long as it respects the 
Charter of Fundamental Rights and the principles of reasonableness and proportionality. 

Roadmap for the next generation of JCAs 
Twelve priorities follow from the analysis. They are not intended to alter the architecture of the 
framework but to support its maturation, and, read against the keystone of Part IV, most reduce to 
making a few implicit things visible. 
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The first priority is unambiguous: adopt GRADE, or an equivalent validated certainty-grading 
framework. It closes the certainty debate, is already implemented in national HTA and 
immunisation settings (Italy and NITAGs among them), and reduces the subjectivity and variability 
that most threaten cross-border interoperability. The barrier is not the tool but the framework’s 
restraint on structured judgement, the issue the adverse-event paradox makes concrete: refusing 
to weigh a fatal event differently from nausea is not neutrality but an unreported, implicit ranking. 

# Priority 

1 
Adopt GRADE, or an equivalent validated certainty-grading framework, to grade certainty 
(the keystone): proven implementable (Italy, NITAGs), it closes the uncertainty/certainty 
debate and reduces subjectivity and variability. 

2 Set explicit principles for aggregating multiple uncertainties. 

3 Distinguish scientific judgement from appraisal judgement. 

4 Clarify decontextualisation principles. 

5 Adopt a formal assessor-intervention framework. 

6 Introduce stakeholder traceability mechanisms. 

7 Make reproducibility standards (including code) a core reporting feature. 

8 Address evidence scarcity and orphan-aware methodology explicitly. 

9 Integrate evidence-feasibility earlier into PICO scoping and scientific consultation. 

10 Build a performance and learning framework to inform the Article 31 review. 

11 Clarify the typology and normative status of HTACG instruments (guidelines vs guidance vs 
guiding principles), their opposability, and the legal recourse attaching to each. 

12 Govern the precedent effect, mark, in each report, what is case-specific and what is 
intended as general precedent. 
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P A R T  V I I  ·  T O O L S  Y O U  C A N  U S E  

Part VII — The Readiness Suite 

The analysis converges on three practical tools, scaled from the working bench to the boardroom. 
Together they turn the lessons of the first JCA into preparation a team can act on and a verdict 
leadership can read in minutes. 

I N  B R I E F  
Three tools, one spectrum of confidence: the Readiness Playbook (the seven operational 
checklists already embedded in this report), the Four Moments Toolkit (a 40-point readiness 
audit with a model answer for every domain), and the Boardroom Confidence Check (the 
questions leadership should be able to answer before submission, before the draft review, and 
before publication). Each carries a simple green/amber/red readiness signal. 

Tool 1 — The Readiness Playbook (Checklists 1–7) 
The seven checklists embedded earlier form a single working playbook. Used in sequence, they 
carry a programme from evidence design to the assessment interface. 

# Checklist Audience Where 

1 Early PICO Prediction Developer Part II 

2 Maximising Comparison Feasibility Developer Part II 

3 Methodological Alignment & Documentation Developer Part II 

4 Report-Quality, Mandate & Defensibility Check Assessor Part III 

5 Assessor Reproducibility & Verification Boundary Assessor Part III 

6 Strategic Factual-Accuracy Response Developer Part V 

7 Semantic Objectivity Audit (line by line) Assessor Part V 

Tool 2 — The Four Moments Toolkit 
Forty questions organised around the four moments that matter — evidence generation, dossier 
preparation, draft review, and publication. A cross-functional team should complete it in 60–90 
minutes. For each domain, the toolkit pairs the audit questions with a model answer — what “good” 
looks like — and a green/amber/red self-rating. 

Module 1 — Evidence Generation Readiness (10 points) 
Questions. Likely European comparators identified? Assessable evidence for each? PICOs at risk 
of becoming non-assessable? Credible comparative-evidence strategy? Indirect comparisons 
planned before submission? Key prognostic variables available? Key effect modifiers available? 
Outcome definitions compatible with comparators? Can an external reviewer reproduce our 
analyses? Three largest uncertainties documented with mitigation? 
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Domain What good looks like (model answer) Readiness 

PICO 

Likely comparators mapped per population/subgroup (incl. 
off-label and sequencing); each PICO carries a feasibility 
verdict (assessable/at-risk/not assessable) with a named 
owner and a remediation plan for at-risk ones. 

G    A    R 

Comparative 
evidence 

A documented strategy exists; any ITC was planned before 
data lock, with population overlap, covariate availability, and 
patient-level data access secured before Phase III. 

G    A    R 

Outcomes 

Definitions, response criteria, schedules, and censoring 
rules harmonised with likely comparators; every analysis 
reproducible from documented code, weights, and package 
references. 

G    A    R 

Uncertainty 

The three largest uncertainties documented with 
direction/magnitude, a mitigation plan, and residual risk — 
separating avoidable from unavoidable (rarity-driven) 
uncertainty. 

G    A    R 

Module 2 — Dossier Preparation (10 points) 
Questions. Strongest evidence clearly identifiable? Weakest evidence clearly identifiable? 
Limitations described consistently throughout? Is every modelling choice explainable? Is every 
covariate used justifiable? Is every excluded covariate justifiable? Can a non-author reproduce the 
analytical logic? All assumptions documented? Which conclusion is most likely to be challenged? 
Have we prepared its defence? 

Domain What good looks like (model answer) Readiness 

Evidence package 
Strongest and weakest evidence each clearly flagged; 
limitations described in identical terms throughout — no 
softening in the summary. 

G    A    R 

Indirect 
comparisons 

Every modelling choice and every covariate used or 
excluded is explainable and mapped to the specific 
governing HTACG guidance section, corroborated by 
Member-State methods guidance. 

G    A    R 

Transparency 
A non-author can reproduce the analytical logic end-to-end; 
assumptions are explicit and diagnostics (e.g., proportional-
hazards) are supplied, not just conclusions. 

G    A    R 

Strategic 
vulnerability 

The single conclusion most likely to be challenged is 
named, with a bounded, evidence-anchored defence 
prepared in advance. 

G    A    R 

Module 3 — Draft JCA Review (15 points) 
Questions. Questions span factual accuracy (numbers, citations, tables/figures), traceability 
(conclusion → evidence → analysis → reasoning), consistency (uncertainty matches conclusions; 
nothing over- or under-weighted or missing), certainty (how uncertainty becomes confidence; two 
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readers agree), assessor analysis (identified and impact explained), and stakeholder input (patient, 
clinician, HTD visible and fair). 

Domain What good looks like (model answer) Readiness 

Factual accuracy 
All numbers, citations, tables and figures verified and 
correctly interpreted; discrepancies logged with the 
consequence if uncorrected. 

G    A    R 

Traceability Every major conclusion traces visibly to evidence, to a 
specific analysis and to explicit reasoning. G    A    R 

Consistency 
The uncertainty discussion matches the conclusions; 
nothing over- or under-emphasised or missing, judged on 
one consistent threshold. 

G    A    R 

Certainty 
The report explains how uncertainty becomes a stated 
degree of certainty (ideally GRADE); two independent 
readers would reach the same interpretation. 

G    A    R 

Assessor analysis 
Assessor-generated work is identified as verification (not 
new evidence) and its impact explained; we have requested 
the assessors’ programs/code. 

G    A    R 

Stakeholder input 
Patient and clinician input is visible and traceable; HTD 
comments fairly represented, with methodological points 
raised as factual and cited. 

G    A    R 

Module 4 — Publication & Reputation Management (5 points) 
Questions. The report becomes public — journalists, investors, patient groups, competitors, 
payers, and national agencies may read it. Questions: the three most negative statements? Could 
they be misread outside their methodological context? Is there an agreed plan for investors, patient 
groups, media, and national affiliates? Don’t be shy, be ready to communicate and disseminate, 
everything you consider wrong or power abuse. 

Domain What good looks like (model answer) Readiness 

Publication 
readiness 

The three most negative statements are identified and 
stress-tested for misreading; a pre-cleared communication 
plan exists for investors, patient groups, media, and 
national affiliates, ready on the day of publication. 

G    A    R 

Scoring — one number, one colour 
Score one point per question (Evidence Generation 10 · Dossier Preparation 10 · Draft Review 15 
· Publication 5 = 40), then read the band. 

Score Signal Interpretation 

36–40 GREEN Ready — proceed; maintain the evidence and communication 
trail. 
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Score Signal Interpretation 

30–35 AMBER Minor gaps — close before the next milestone; document 
mitigations. 

20–29 RED Significant vulnerabilities — remediate and re-score before 
submission. 

< 20 CRITICAL Critical, escalate; the package is not assessment-ready. 

Tool 3 — The Boardroom Confidence Check 
A one-page tool for senior management, JCA governance committees, and product teams. Before 
submission, before the draft review, and before publication, leadership should answer each 
question clearly and consistently. If any answer is unclear, more preparation is needed. 

The Six Golden Questions  

Question What a strong answer names 

1. Which PICO is most 
vulnerable? 

The specific PICO and why (no comparator/surrogate 
only/small ESS), plus the remediation. 

2. What is the largest 
unresolved uncertainty? 

One uncertainty, its likely direction and its effect on the 
relative-effectiveness estimate. 

3. Which conclusion is most 
likely to be challenged? 

The assumption- or indirect-evidence-dependent conclusion, 
and its bounded defence. 

4. What are assessors most 
likely to criticise? 

Anticipated concerns on comparability, covariates, outcomes, 
confounding, indirectness, or reproducibility — with a 
prepared response. 

5. What headline would we 
least like to see? 

The specific headline, and how a methodological finding 
could be simplified or amplified by media, investors, 
competitors, or payers. 

6. What is the mitigation 
strategy? 

A concrete roadmap addressing each undesirable finding, 
with named owners and dates. Flag commercial in confidence 
information 

Five Executive Readiness Questions 
• Can we explain our evidence package in three minutes? 

• Can we explain our three biggest uncertainties in three minutes? 

• Can we explain why those uncertainties do not invalidate the overall evidence package? 

• Can an independent reviewer reproduce the analytical logic? 

• Are we prepared to communicate the report publicly on the day of publication? 
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Executive Decision Rule 

Signal Rule 

GREEN All questions answered clearly and supported by evidence — proceed. 

AMBER One or more questions partially answered — a mitigation plan is required. 

RED One or more questions cannot be answered confidently — escalate and 
remediate. 

 

K E Y  M E S S A G E  
The first JCA shows that success is determined not only by the strength of evidence but by 
preparedness for scrutiny, interpretation, and public communication. The strongest 
organisations anticipate the assessment challenge before submission and the communication 
challenge before publication. 
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C O N C L U S I O N  

Conclusion 

I N  B R I E F  
The first JCA shows the EU HTA system can run rigorous, transparent reviews of difficult 
evidence, and exposes a number of boundaries it currently leaves unstated. Those boundaries 
are not abstract. They are where the credibility of European HTA will be decided. 

 
For developers, the message is to move JCA thinking upstream: predict the PICO, design evidence 
the regulator will not see, run the SLR on confounders before the first patient in, power for the ITC, 
align to cited guidance, and treat the factual check strategically. For assessors, it is to close the 
visible gaps, feasibility screening, ESS bands, graded certainty, bounded presentation, published 
code, traceable input, and an objective, audited use of language. For the framework, it is that 
several apparently separate problems are one problem: a system that records uncertainty without 
grading certainty, and captures the patient voice without showing its impact, leaves its most 
important judgements unstated. 

None of this is a counsel of despair. The reform agenda is narrower and more tractable than the 
catalogue of tensions suggests, because so much of it reduces to making a few implicit steps 
visible. The next orphan assessment can be materially better than the first — not because the 
methodology must be rebuilt, but because a small number of decisive steps can be brought into 
the open, where they can be audited, contested, and reproduced. 

 
 
Clever-Access has developed a broad library of toolkits used to customize client roadmaps and 
support successful JCA submissions. For more information, ask Aleksandra Caban at   
aleksandra.caban@clever-access.com.
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T O O L  A P P E N D I X  

The JCA Toolkit 

Ten Instruments for Developers, Leadership, and Assessment Teams 

The complete, ready-to-use instruments from the report, named and explained — a standalone appendix bound 
to the main document. 

 

Purpose Collect every checklist and instrument from the report as usable tools, 
each named and explained 

Structure Chapter 1 developer & leadership tools; Chapter 2 — assessor tools 

For each tool A short name, the report name, and a paragraph on purpose, how it 
works, and why it matters 

Appends to From Evidence to Institutional Roadmap (the merged directional report) 

Consistency Each instrument is reproduced from the synchronised report body, 
incorporating its adjustments 

O R I E N T A T I O N  

How to Use This Appendix 

This appendix gathers the report’s ten instruments in one place, so a team can lift them straight 
into practice. Each tool is presented the same way: a short name to make it memorable, the report 
name it carries in the main document, and a brief paragraph on its purpose, how it works, and why 
it matters — followed by the instrument itself, exactly as it appears in the report. 

The tools are divided by audience. Chapter 1 holds the instruments for health technology 
developers and their leadership — from predicting the PICO to the boardroom confidence check. 
Chapter 2 holds the instruments for assessment teams. Green/amber/red ratings appear only 
where a tool calls for a readiness signal. 

C O N T E N T S  
Chapter 1  Developer & Leadership Tools. The Playbook Map · PICO Radar · The 
Comparison Compass · The Alignment Ledger · The Right-of-Reply Kit · The Readiness Pulse 
· The Confidence Check.    
Chapter 2  Assessor Tools. The Defensibility Check · The Reproducibility Line · The 
Objectivity Lens. 
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C H A P T E R  1  ·  F O R  D E V E L O P E R S  A N D  L E A D E R S H I P  

Chapter 1 — Developer & Leadership Tools 

Seven instruments carry a programme from the first prediction of scope to the boardroom decision 
to proceed. They are ordered so that a team can meet them in time. 

The Playbook Map 

Readiness Playbook index (Tool 1 of the Readiness Suite) 

The Playbook Map is the master index to all seven operational checklists. Its purpose is to give a 
team a single view of which instrument applies at any given moment and to whom. It works as a 
sequencing guide — read top to bottom, it orders the checklists from evidence design through to 
the assessment interface, tagging each by audience and by its place in the report. It matters 
because the instruments only deliver value when used in the right order at the right time: the Map 
stops a team from reaching for a draft-review tool while it should still be designing evidence. 

# Checklist Audience Where 

1 Early PICO Prediction Developer Part II 

2 Maximising Comparison Feasibility Developer Part II 

3 Methodological Alignment & Documentation Developer Part II 

4 Report-Quality, Mandate & Defensibility Check Assessor Part III 

5 Assessor Reproducibility & Verification Boundary Assessor Part III 

6 Strategic Factual-Accuracy Response Developer Part V 

7 Semantic Objectivity Audit (line by line) Assessor Part V 

PICO Radar 

Early PICO Prediction (Checklist 1) 

PICO Radar anticipates the PICO set a future JCA will demand, years before submission. It works 
as a five-step routine — run from the end of Phase II and repeated at each milestone — that maps 
the likely Member-State comparators, estimates the plausible PICO count, and gives every 
predicted PICO a feasibility verdict and an owner. It matters because the most damaging number 
in the first JCA was a scoping number: eight PICOs defined, one assessable. A PICO no one saw 
coming cannot be prepared for; the Radar turns scope from a surprise into a plan.  
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Checklist 1 · Early PICO Prediction  

 Action Why it matters/source 

☐ Run a PICO-prediction exercise from the 
end of Phase II, repeated at every milestone. 

Comparator intelligence; EC PICO exercises, 
future reports, insightful experts 

☐ 
Map the likely Member-State comparators 
per population and subgroup, including off-
label and sequencing comparators. 

National variation multiplies PICOs 

☐ Estimate the plausible PICO count and label 
each as policy-driven or evidence-driven. Scoping process guidance 

☐ 
Record an evidence-feasibility verdict for 
each predicted PICO: assessable/at-risk/not 
assessable, with an owner. 

Prevents “8 defined, 1 assessable” 

☐ Re-run after any change in a national HTA 
pathway or treatment landscape. Comparator relevance decays 

The Comparison Compass 

Maximising Comparison Feasibility (Checklist 2) 

The Comparison Compass ensures a usable comparison exists when none is provided to you. It 
works by directing the team to add exploratory endpoints off the regulatory critical path, consider 
a dedicated piggy-back HTA study, run an early systematic review on confounders and lock them 
into baseline collection, harmonise outcomes with the likely comparators, and power the 
programme for the indirect comparison, not only the trial. It matters because in rare diseases, the 
indirect comparison is the evidence, and comparability that is not engineered upstream cannot be 
recovered at submission. 

 

Checklist 2 · Maximising Comparison Feasibil i ty  

 Action Why it matters/source 

☐ 
Add exploratory/secondary endpoints 
aligned to the likely comparator studies, 
outside the regulatory critical path. 

Available for ITC; cannot jeopardise approval 

☐ 

Where the pivotal trial cannot carry them, 
plan a dedicated piggy-back HTA study 
(extension, registry, parallel cohort) not 
reported in the pivotal regulatory dossier. 

Generates HTA endpoints & covariates 

☐ 
Perform an early SLR specifically to identify 
the prognostic variables and effect modifiers 
cited across the comparator literature. 

PV/EM completeness is the unanchored failure 
mode 
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 Action Why it matters/source 

☐ 

Lock those confounders into baseline CRFs 
before the first patient in, missing covariates 
cannot be recovered later, or at the 
screening phase. 

Minimum covariate set (App. B) 

☐ 

Harmonise outcome definitions, response 
criteria, assessment schedules, and 
censoring rules with expected comparators. 
If too late, generate a validated mapping to 
compare close but different outcomes. 

Differing RANO criteria collapsed comparability 

☐ 

Power the programme for the subgroup and 
ITC: size the matched/effective sample so a 
clinically meaningful difference can survive 
weighting. The regulator may not be keen to 
it. 

ESS ≈ 5.8 collapsed PICO 5 

☐ 

Secure patient-level data (or contractual 
rights) for comparator datasets early, 
eventually through databases, existing 
cohorts, or registries when feasible. 
Generate matched synthetic control arm. 

Abstract-only data are excluded 

 

A S S U M P T I O N  T O  T E S T ,  N O T  T O  P R E S U M E  
Exploratory endpoints, a piggy-back study, and ITC-driven sizing all add design burden and 
assume the regulator will accept the additional collection without disrupting the approval 
pathway. This is not established. Raise it explicitly at Joint Scientific Consultation and record 
the response — it is a programme risk, not a settled fact. 

The Alignment Ledger 

Methodological Alignment & Documentation (Checklist 3) 

The Alignment Ledger ensures every analytical choice is both defensible and traceable to the 
guidance that authorises it. It serves as a short checklist paired with an alignment map that ties 
each method — covariate selection, MAIC or STC, validity, outcomes, scoping — to the specific 
HTACG guidance section and to corroborating Member-State methods guidance, while retaining 
code and package references. It matters because in the first JCA, analyses were discounted not 
because the idea was wrong but because the application was unsupported or unreproducible; the 
Ledger closes that gap before the assessor opens it. 
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Checklist 3 · Methodological Alignment and Documentation  

 Action Why it matters/source 

☐ 

For every analytical choice, cite the specific 
section of the governing HTACG guidance 
that supports it, or other MS methodology 
reference or strong academic reference. 

See the alignment table below 

☐ 
Pre-specify estimands, the primary analysis, 
multiplicity controls, and the role of each 
exploratory analysis before database lock. 

Shifted-null/E-values were discounted as not 
pre-specified 

☐ Corroborate with the relevant Member-State 
methods guidance where it is more specific. 

IQWiG; G-BA; HAS; Zorginstituut; EUnetHTA 
SLR; NICE manual 

☐ 

Provide reproducible diagnostics for every 
assumption (e.g., the full proportional-
hazards assessment), not only the 
conclusion. 

PH detail was missing in tovorafenib 

☐ 
Retain, version, and reference all analysis 
code and software packages; specify the 
version. 

The Weighting-package reference was absent 

 
Alignment map. Names are given for orientation; insert the verified section and any wording from the source 
before use. 
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Analytical choice Governing HTACG guidance Section to cite/corroborate 
Illustrative column 

PV/EM identification & 
adjustment 

Methodological Guideline for 
Quantitative Evidence Synthesis 
(direct & indirect comparisons) 

[insert §] · IQWiG General 
Methods; ISPOR good practice 

Unanchored MAIC/STC Quantitative Evidence Synthesis 
guideline 

[insert §] · NICE DSU and ZIN 
population-adjustment 
guidance 

Study validity/risk of 
bias 

Guidance on the validity of clinical 
studies for JCA [insert §] · Cochrane RoB2 

Outcome selection & 
definitions 

Guidance on outcomes for the 
JCA [insert §] · core outcome sets 

Scope/PICO 
Guidance on the scoping process; 
EC PICO exercises, published 
JCA reports 

[insert §] · MS scoping practice 

Dossier completeness 
Guidance on completing the 
dossier template; Impl. Reg. (EU) 
2024/1381 

[insert §] · Flexibility exists but 
is assessor-dependent 

Certainty/evidence 
grading No endorsed JCA instrument Gap, adopt GRADE (Part IV) 

 
Exact section numbers, versions, and verbatim text must be verified against the source documents before 
circulation. 

The Right-of-Reply Kit 

Strategic Factual-Accuracy Response (Checklist 6) 

The Right-of-Reply Kit provides the developer with one formal opportunity to comment on the draft 
count. It works by reframing the factual-accuracy stage strategically — treating verifiable 
methodological points as factual, anchoring every comment to a citation, requesting the assessors’ 
programs, flagging non-objective language, and logging dispositions. It matters because the first 
JCA showed the factual check was not limited to numbers: a developer who arrives prepared can 
correct the record, while one who treats it as a formality loses the only window it has. 

 

Checklist 6 · Strategic Factual-Accuracy Response (developer)  

 Action Why it matters/source 

☐ 

Treat methodological matters as factual 
where they rest on verifiable facts (e.g., 
which RANO criteria a comparator used; 
whether Arm 2 data were provided). 

The factual check was not limited to numbers 
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 Action Why it matters/source 

☐ 

Anchor every comment to a citation, HTACG 
guidance section, Member-State methods 
guidance, or methods literature, so it reads 
as fact, not opinion. 

Cite to support each point 

☐ 
Request the assessors’ analysis 
programs/code to verify their recomputations 
and surface errors or arbitrary choices. 

Assessors reproduced analyses in R 

☐ 

Flag non-objective language and request 
objective revision, citing the HTAR 
requirement that the JCA be factual and free 
of appraisal; provide a line-by-line semantic 
table assessment. 

The report must report facts, not judgement, 
and not attempt to influence a third party’s 
judgement 

☐ 
In each comment, separate the verifiable 
fact from the requested correction and state 
the consequence if uncorrected. 

Improves disposition odds 

☐ 
Log every disposition and, where rejected, 
the stated reason anchored in the reference 
text. 

Builds the record for any Article 31 review 

The Readiness Pulse 

The Four Moments Toolkit — a 40-point readiness audit (Tool 2) 

The Readiness Pulse gives a cross-functional team a fast, honest read on how prepared it is across 
the four moments that matter: evidence generation, dossier preparation, draft review, and 
publication. It works as forty questions grouped by domain, each paired with a model answer — 
what “good” sounds like — and a green/amber/red self-rating, with one point per question rolling 
up to a single score and colour band. It matters because readiness is multi-dimensional and easy 
to over-estimate; the Pulse converts a vague sense of preparedness into one number and one 
colour that a leadership team can act on. 

Module 1 — Evidence Generation Readiness (10 points) 
Questions. Likely European comparators identified? Assessable evidence for each? PICOs at risk 
of becoming non-assessable? Credible comparative-evidence strategy? Indirect comparisons 
planned before submission? Key prognostic variables available? Key effect modifiers available? 
Outcome definitions compatible with comparators? Can an external reviewer reproduce our 
analyses? Three largest uncertainties documented with mitigation? 

Domain What good looks like (model answer) Readiness 

PICO 

Likely comparators mapped per population/subgroup (incl. 
off-label and sequencing); each PICO carries a feasibility 
verdict (assessable/at-risk/not assessable) with a named 
owner and a remediation plan for at-risk ones. 

G    A    R 
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Domain What good looks like (model answer) Readiness 

Comparative 
evidence 

A documented strategy exists; any ITC was planned before 
data lock, with population overlap, covariate availability, and 
patient-level data access secured before Phase III. 

G    A    R 

Outcomes 

Definitions, response criteria, schedules, and censoring 
rules harmonised with likely comparators; every analysis 
reproducible from documented code, weights, and package 
references. 

G    A    R 

Uncertainty 

The three largest uncertainties documented with 
direction/magnitude, a mitigation plan, and residual risk — 
separating avoidable from unavoidable (rarity-driven) 
uncertainty. 

G    A    R 

Module 2 — Dossier Preparation (10 points) 
Questions. Strongest evidence clearly identifiable? Weakest evidence clearly identifiable? 
Limitations described consistently throughout? Is every modeling choice explainable? Is every 
covariate used justifiable? Is every excluded covariate justifiable? Can a non-author reproduce the 
analytical logic? All assumptions documented? Which conclusion is most likely to be challenged? 
Have we prepared its defence? 

Domain What good looks like (model answer) Readiness 

Evidence package 
Strongest and weakest evidence each clearly flagged; 
limitations described in identical terms throughout — no 
softening in the summary. 

G    A    R 

Indirect 
comparisons 

Every modelling choice and every covariate used or 
excluded is explainable and mapped to the specific 
governing HTACG guidance section, corroborated by 
Member-State methods guidance. 

G    A    R 

Transparency 
A non-author can reproduce the analytical logic end-to-end; 
assumptions are explicit and diagnostics (e.g., proportional-
hazards) are supplied, not just conclusions. 

G    A    R 

Strategic 
vulnerability 

The single conclusion most likely to be challenged is 
named, with a bounded, evidence-anchored defence 
prepared in advance. 

G    A    R 

Module 3 — Draft JCA Review (15 points) 
Questions. Questions span factual accuracy (numbers, citations, tables/figures), traceability 
(conclusion → evidence → analysis → reasoning), consistency (uncertainty matches conclusions; 
nothing over- or under-weighted or missing), certainty (how uncertainty becomes confidence; two 
readers agree), assessor analysis (identified and impact explained), and stakeholder input (patient, 
clinician, HTD visible and fair). 
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Domain What good looks like (model answer) Readiness 

Factual accuracy 
All numbers, citations, tables and figures verified and 
correctly interpreted; discrepancies logged with the 
consequence if uncorrected. 

G    A    R 

Traceability Every major conclusion traces visibly to evidence, to a 
specific analysis and to explicit reasoning. G    A    R 

Consistency 
The uncertainty discussion matches the conclusions; 
nothing over- or under-emphasised or missing, judged on 
one consistent threshold. 

G    A    R 

Certainty 
The report explains how uncertainty becomes a stated 
degree of certainty (ideally GRADE); two independent 
readers would reach the same interpretation. 

G    A    R 

Assessor analysis 
Assessor-generated work is identified as verification (not 
new evidence) and its impact explained; we have requested 
the assessors’ programs/code. 

G    A    R 

Stakeholder input 
Patient and clinician input is visible and traceable; HTD 
comments fairly represented, with methodological points 
raised as factual and cited. 

G    A    R 

Module 4 — Publication & Reputation Management (5 points) 
Questions. The report becomes public — journalists, investors, patient groups, competitors, 
payers, and national agencies may read it. Questions: the three most negative statements? Could 
they be misread outside their methodological context? Is there an agreed plan for investors, patient 
groups, media, and national affiliates? Don’t be shy, be ready to communicate and disseminate, 
everything you consider wrong or power abuse. 

 
Domain What good looks like (model answer) Readiness 

Publication 
readiness 

The three most negative statements are identified and 
stress-tested for misreading; a pre-cleared communication 
plan exists for investors, patient groups, media, and 
national affiliates, ready on the day of publication. 

G    A    R 

 

Scoring — one number, one colour 
Score one point per question (Evidence Generation 10 · Dossier Preparation 10 · Draft Review 15 
· Publication 5 = 40), then read the band. 

Score Signal Interpretation 

36–40 GREEN Ready — proceed; maintain the evidence and communication 
trail. 
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Score Signal Interpretation 

30–35 AMBER Minor gaps — close before the next milestone; document 
mitigations. 

20–29 RED Significant vulnerabilities — remediate and re-score before 
submission. 

< 20 CRITICAL Critical, escalate; the package is not assessment-ready. 

The Confidence Check 

The Boardroom Confidence Check — the Golden Questions (Tool 3) 

The Confidence Check lets senior leadership test, in minutes, whether the organisation is truly 
ready. It works as six Golden Questions — the most vulnerable PICO, the largest uncertainty, the 
most challengeable conclusion, the likeliest criticism, the worst headline, the mitigation plan — 
plus five executive readiness questions, each with a model of what a strong answer names, 
resolved by a green/amber/red decision rule. It matters because it surfaces, at board level, the 
gaps the working teams may have normalised, and forces a clear go/mitigate/escalate decision 
before submission and before publication. 

The Six Golden Questions 

Question What a strong answer names 

1. Which PICO is most 
vulnerable? 

The specific PICO and why (no comparator/surrogate 
only/small ESS), plus the remediation. 

2. What is the largest 
unresolved uncertainty? 

One uncertainty, its likely direction and its effect on the 
relative-effectiveness estimate. 

3. Which conclusion is most 
likely to be challenged? 

The assumption- or indirect-evidence-dependent conclusion, 
and its bounded defence. 

4. What are assessors most 
likely to criticise? 

Anticipated concerns on comparability, covariates, outcomes, 
confounding, indirectness, or reproducibility — with a 
prepared response. 

5. What headline would we 
least like to see? 

The specific headline, and how a methodological finding 
could be simplified or amplified by media, investors, 
competitors, or payers. 

6. What is the mitigation 
strategy? 

A concrete roadmap addressing each undesirable finding, 
with named owners and dates. Flag commercial in confidence 
information 

Five Executive Readiness Questions 
• Can we explain our evidence package in three minutes? 

• Can we explain our three biggest uncertainties in three minutes? 

• Can we explain why those uncertainties do not invalidate the overall evidence package? 
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• Can an independent reviewer reproduce the analytical logic? 

• Are we prepared to communicate the report publicly on the day of publication? 

Executive Decision Rule 

Signal Rule 

GREEN All questions answered clearly and supported by evidence — proceed. 

AMBER One or more questions partially answered — a mitigation plan is required. 

RED One or more questions cannot be answered confidently — escalate and 
remediate. 

 

K E Y  M E S S A G E  
The first JCA shows that success is determined not only by the strength of evidence but by 
preparedness for scrutiny, interpretation, and public communication. The strongest 
organisations anticipate the assessment challenge before submission and the communication 
challenge before publication. 
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C H A P T E R  2  ·  F O R  A S S E S S M E N T  T E A M S  

Chapter 2 — Assessor Tools 

O N  T H E  S P I R I T  O F  T H I S  S E C T I O N  
It may appear arrogant to draw lessons for the assessment teams. They represent the 
competent authority and, by their role, are here to teach more than to learn. This section is 
offered in a different spirit. For the sake of transparency, the exercise benefits every party — 
the HTACG, the European Commission, and ultimately the clinicians and patients the system 
serves. Its aspiration is symmetrical: to improve readiness on the developer side and the 
transparency and quality of the assessment report on the other. We are convinced there is 
room for development, and that it is healthy for such improvement to be supported by third 
parties — long-standing, good-faith observers of HTA in Europe and beyond across some forty 
years. What follows is constructive, not a criticism of conduct that was, on the evidence, 
rigorous and largely exemplary. The authors believe such debate is healthy for EU-HTA. 

 
Three instruments help the assessment team secure value, clarity, traceability, mandate, and 
defensibility in the report it publishes. 

The Defensibility Check 

The Assessor Report-Quality, Mandate & Defensibility Check (Checklist 4) 

The Defensibility Check is a pre-publication self-audit that secures the qualities a report must have 
to be useful, intelligible, and legally defensible. It works as sixteen checks tagged by dimension — 
value, clarity, intelligibility, traceability, mandate, litigation risk, and consistency — each tied to a 
specific lesson from the first JCA. It matters because a rigorous assessment can still be hard to 
use or open to challenge if its reasoning is not stated, its language is not objective, or its mandate 
boundaries are not observed; the Check closes those openings before the report is endorsed. 

Moreover, the assessors should publish in an appendix: 

• The outcome of the eventual requirements to endorse the check completion. 

• All the additional questions raised during the assessment together with the rational and the 
HTD responses. 

This would improve transparency, as requested from EMA by HTA bodies following the High-Level 
Pharmaceutical Forum. It is now reflected in the EPAR and was seen as a major step forward for 
transparency. It should similarly apply to JCA report. 
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Checklist 4 · The Assessor Report-Quality, Mandate & Defensibil i ty Check 

 Action Why it matters/source 

☐ 

State the report’s intended use honestly, it 
enables national appraisal to begin (“no 
further clinical-evidence request”), not that it 
is a complete basis for appraisal. 

VALUE · manages national expectations 

☐ 
Address every patient-important outcome, or 
mark it explicitly not assessable with the 
reason (OS, HRQoL, symptoms). 

VALUE · usability for appraisal 

☐ 
Ensure a non-specialist national reader can 
follow each conclusion and what it does and 
does not support. 

INTELLIGIBILITY · cross-border use 

☐ 
Define and contextualise every metric and 
threshold (e.g., what an ESS of ~5.8 means 
for confidence), not just report it. 

CLARITY · numbers need meaning 

☐ 
Keep the language objective — fact, not 
judgement or interpretation; run the semantic 
line-by-line audit (Checklist 7). 

CLARITY · mandate to report facts 

☐ 

Trace every major conclusion visibly to 
evidence → analysis → reasoning; 
reasoning should align with reasonableness 
and the state of the art. 

TRACEABILITY · auditability 

☐ 
Make the step from documented uncertainty 
to a stated degree of certainty explicit and 
reproducible (GRADE). 

TRACEABILITY · the keystone 

☐ 
Identify assessor-generated analyses, mark 
them as verification rather than new 
evidence, and publish the programs/code. 

MANDATE · verification–generation boundary 

☐ 

Trace patient and clinician input to its effect 
on scope, outcomes, or interpretation — or 
state why it had none; provide a table of all 
inputs and how each was integrated or not, 
and increase the number of inputs. 

TRACEABILITY · participation 

☐ 
Confine the report to assessment; exclude 
all appraisal (clinical added value, place in 
therapy, reimbursement). 

MANDATE · HTAR delimitation 

☐ 
Where scientific judgement was exercised 
(exclusions, bias direction), document and 
attribute it, do not present it as a bare fact. 

MANDATE · judgement made visible 
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 Action Why it matters/source 

☐ 

Give a sufficient statement of reasons — 
why a given uncertainty is decisive, and why 
one analysis was accepted and another 
rejected. 

LITIGATION · Art. 296 TFEU exposure 

☐ 

Treat uncertainty with one explicit, consistent 
threshold across all analyses (no 
asymmetry, e.g., keeping ESS ≈ 5.8 while 
excluding others); no cherry-picking, apply 
the same rules consistently. 

LITIGATION · inconsistency challenge 

☐ 

Show that all relevant circumstances were 
considered, including orphan/rarity-driven 
evidence-generation constraints, assessed 
distinctly from methodological weakness and 
described as fact, not interpretation or value 
judgement. 

LITIGATION · failure-to-consider; equal 
treatment 

☐ 

Make factual-accuracy dispositions 
reasoned and published, via a 
methodological-disagreement category, so 
rejections are auditable. 

LITIGATION · procedural fairness 

☐ 

Confirm that two independent national 
readers would reach the same interpretation, 
and align each method to its cited HTACG 
guidance section. 

CONSISTENCY · harmonisation & 
interoperability 

The Reproducibility Line 

Assessor Reproducibility & the Verification Boundary (Checklist 5) 

The Reproducibility Line holds the assessment to the same reproducibility standard it asks of 
developers, and marks clearly where verification ends, and new evidence generation begins. It 
works by asking the team to publish the analysis programs, versions, seeds, weights, and inputs 
behind any recomputation, to label each analysis as verification or generation, and to publish the 
bounded result of any exclusion. It matters because the first JCA’s assessors legitimately 
recomputed analyses in R, but the line to substitute for the developer is unstated; drawing it 
explicitly protects both neutrality and reproducibility. 
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Checklist 5 · Assessor Reproducibil i ty and the Verification Boundary  

 Action Why it matters/source 

☐ 
Publish the analysis programs/code, 
software, and package versions used for any 
re-computation or reproduction. 

R v4.5.1; MAIC package in tovorafenib 

☐ Provide the seeds, weights, and inputs 
needed to reproduce each derived estimate. Enables independent audit 

☐ 
Mark each analysis as verification of the 
developer’s figures or as newly generated; 
justify anything newly generated. 

Assessment vs. generation boundary 

☐ 

Where an analysis is excluded, publish the 
bounded/caveated result withheld and the 
threshold applied to decide rejection; the 
threshold should be harmonised across 
assessments. 

Mitigates the conservatism asymmetry 

The Objectivity Lens 

Semantic Objectivity Audit — line by line (Checklist 7) 

The Objectivity Lens keeps the report within its legal mandate to report facts, not judgement or 
interpretation. Don’t use semantic as a subliminal influence leverage. It works as a line-by-line 
pass that tags each sentence as objective fact, attributed judgement, interpretation, or appraisal, 
then rewrites the latter into attributed, hedged, or fact-only form and removes anything that strays 
into appraisal even if implicit. It matters because Article 9(1) bars value judgements, yet evaluative 
language slips in unnoticed; the Lens is the practical instrument that keeps the report objective 
and forecloses a challenge to its neutrality. The first JCA report departed significantly from neutral 
reporting. 

 

 

 

 

 

 

 

 

 

 

https://www.clever-access.com/
https://marketaccesssociety.org/


F r o m  E v i d e n c e  t o  I n s t i t u t i o n a l  R o a d m a p  ·  A  R e a d i n g  o f  t h e  F i r s t  J C A  

    
  
 

Mondher Toumi, Anna Kapuśniak & Clever-Access Team — your professional partner for JCA & JSC 
Clever-Access – To make the difference, let's be clever together! | Homepage - MAS Page 50 

Checklist 7 · Semantic Objectivity Audit — Line by Line  

Tag each sentence of the report as objective fact, attributed judgement, interpretation, or appraisal. 
Rewrite interpretation into an attributed, hedged, or fact-only form; remove anything that strays into 
appraisal. Flag, at minimum: 

 

 Action Why it matters/source 

☐ 

Evaluative or normative words 
(“inappropriate”, “flawed”, “inadequate”) 
presented as fact rather than as an 
attributed assessment. 

Attribute or soften 

☐ 
Causal language drawn from associational 
or observational data (e.g., reading Kaplan–
Meier differences as causal). 

Appendix C itself cautions against this 

☐ Interpretation stated without a hedge or 
without the certainty qualifier. Couple to the certainty grade 

☐ Statements that drift toward appraisal — 
value, place in therapy, reimbursement. Prohibited content 

☐ 

Asymmetric framing — one analysis 
“excluded as biased”, another retained 
without the same scrutiny stated while 
experiencing the same level of bias. 

One consistent threshold 

☐ Words implying a degree of certainty that 
was never graded. Implicit influence The keystone gap, in miniature 

 
Tool appendix to the tovorafenib JCA report From Evidence to Institutional Roadmap. The instruments are 
reproduced exactly as in the synchronised report body. Model answers and dimension tags are reusable 
templates, not asserted facts; named guidance and adoption examples are for orientation and should be verified 
before circulation. 
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