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STRATEGIC REVIEW

The Tovorafenib Joint Clinical
Assessment

Strategic Lessons from the First Orphan Stress Test of the EU
HTA Framework

A strategic review of what the first orphan Joint Clinical Assessment reveals about the
maturing European HTA system.

. Joint Clinical Assessment of tovorafenib (Ojemda®), an orphan medicinal

Subject L -
product for paediatric low-grade glioma

Eramework Regulation (EU) 2021/2282 (HTAR); methodological guidance of the HTA

Coordination Group (HTACG)

Significance Among the first JCAs under the HTAR, and one of the first applied to an

9 orphan medicine
Strategic / governance — the granular factual analysis is held in the

Rl companion technical report

First orphan stress test of the EU HTA framework June 2026
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OVERVIEW

Executive Summary

IN BRIEF
One of the first orphan assessments under the EU HTA Regulation, the tovorafenib JCA is
procedurally robust but only partially compliant in outcome — most of its agreed scope could not be
assessed comparatively. Four structural tensions emerge, and most of them share a single root.

The Joint Clinical Assessment (JCA) of tovorafenib (Ojemda®) represents one of the first
assessments conducted under the EU Health Technology Assessment Regulation (HTAR) and one
of the first applications of the new framework to an orphan medicinal product. As such, it offers a
rare opportunity to examine how the European HTA system behaves when confronted with the
realities of orphan-drug evidence generation, rather than the conditions for which its methodology
was principally designed.

This review concludes that the tovorafenib JCA is procedurally robust, and that the assessment
team applied the available methodology rigorously and, at times, exactingly. Yet the report is only
partially compliant in outcome, because most of the agreed scope could not be assessed
comparatively. Beneath that outcome lie several structural tensions that will outlast this single case
— and, on closer reading, most of them turn out to share a common root.

Four findings are particularly significant.

No orphan-specific methodology

The assessment ran without a dedicated orphan framework. Unlikely to be a legal defect, but
it raises a durable question about applying a common-disease evidence framework to rare
conditions.

A blurred assessment | generation boundary

In a dossier-based system supported by completeness review and Commission
authorisation, the assessors nonetheless performed analytical work themselves — inviting
questions about where legitimate assessment ends and substitution for the developer begins.

Uncertainty assessed, certainty unstated

Uncertainty is examined in exhaustive detail but never translated into an explicit assessment
of certainty, leaving an interpretive gap for the national bodies that must decide how much
confidence to place in the reported effects.

Judgement does not disappear

Factual, decontextualised assessment does not eliminate judgement. Contextual reasoning
may become implicit rather than absent — and recorded patient and clinician input is never
shown to have changed the assessment.

The significance of the tovorafenib JCA report, therefore, extends well beyond the conclusions
reached on a single medicine. It is an early indication of the methodological, procedural and
governance challenges the European system must address as it moves from implementation
towards institutional maturity.
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SECTION 01

Tovorafenib as the First Stress Test of the HTAR

IN BRIEF

Tovorafenib is less a verdict on one medicine than the first real-world test of the HTAR at its hardest
edge: an orphan drug, a single-arm study and no common comparator. New systems are revealed
by their edge cases, which makes this case diagnostic rather than merely difficult.

Tovorafenib should not be read solely as an assessment of one medicine. It is one of the first
practical tests of the HTAR in a setting where evidence generation is inherently difficult. Tovorafenib
is an orphan product for a rare paediatric cancer, characterised by small patient numbers,
substantial unmet need and severe constraints on comparative evidence. The evidence package
rested principally on a non-randomised, single-arm study, supplemented by indirect comparisons
constructed in the absence of a common comparator.

The assessment therefore quickly moved beyond a conventional review of clinical evidence and
became an examination of whether valid comparative evidence could be generated at all. That shift
exposes a central tension in the HTAR: the Regulation seeks a common European assessment of
relative effectiveness, yet orphan development routinely produces evidence packages that sit
awkwardly with traditional comparative-effectiveness frameworks. The strategic question is not
whether the report is right or wrong about tovorafenib. It is what the report reveals about the
strengths and limits of the framework itself.

There is a reason first cases carry disproportionate weight. A mature system is judged by its median
performance; a new one is revealed by its edge cases, because the edges are where unwritten
assumptions become visible. Tovorafenib sits at precisely such an edge — an orphan indication, a
single-arm pivotal study, no common comparator — and whatever the framework does here, it does
because of how it was built, not because of habit or precedent it has not yet had time to acquire.
That is what makes the case diagnostic rather than merely difficult, and it is why the appropriate
posture is curiosity about the system rather than a verdict on the medicine. The question returned to
throughout this review is whether the patterns tovorafenib exposes are transitional artefacts of a
framework still finding its feet, or early sightings of structural features that will harden with use.

SECTION 02

Orphan Medicines and the Missing Methodological Framework

IN BRIEF

The assessment was run without any orphan-specific methodology. This is unlikely to be a legal
defect, but it raises a durable question: whether a common framework built for common diseases is
the right instrument for rare ones.

One of the most important observations is that the report was produced without a dedicated orphan-
specific methodology. The legal weight of this should not be overstated: the HTAR neither prohibits
the assessment of orphan products until such guidance exists, nor requires a tailored methodology
as a precondition. The absence of orphan guidance is therefore unlikely, on its own, to invalidate
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the assessment. The existing HTACG guidance framework applies broadly to all medicinal products
within scope, without any orphan-drug-specific adjustments foreseen.

The methodological weight is another matter. Throughout the report, the limitations identified —
absence of randomised evidence, lack of common comparators, residual confounding, small
effective samples and incompatible outcome definitions — are not failures of study design. They are
structural features of orphan-drug development. The framework proved capable of identifying
uncertainty, but it remains unclear whether it adequately accommodates the conditions under which
orphan evidence is generated. A single case can be read as part of a transitional phase; a repeated
pattern of excluded evidence, unassessable questions and highly uncertain conclusions would
raise a harder question about whether the framework has been sufficiently adapted to deliver the
HTAR'’s objectives in rare disease.

Beneath the legal and methodological questions lies a sharper one the framework has not yet had
to answer aloud: whether a common methodology for uncommon diseases is the right design, or a
category error waiting to be named. The methodology is built around the comparative-effectiveness
paradigm — randomised, controlled, adequately powered — which orphan development can rarely
satisfy, not through negligence but through arithmetic: there are too few patients, and it is often
unethical to withhold a promising therapy to manufacture a control arm. A framework that judges
such evidence against the standard it structurally cannot meet does not merely report uncertainty; it
risks discounting an entire class of medicines for being what they unavoidably are. The stakes
therefore reach beyond any single report, to the incentives of rare-disease innovation and the
implicit bargain a society strikes when it asks developers to invest where the evidence will always
be thin.

SECTION 03
The Assessor Intervention Problem

IN BRIEF
The Regulation assumes developers generate evidence and assessors evaluate it, yet here the
assessors performed analytical work themselves. The concern is less analytical than procedural and
constitutional: where does assessment end and evidence generation begin, and whose numbers are
on the record?

Perhaps the most original issue concerns the role of assessors within the process. The Regulation
establishes what looks like a dossier-based division of labour: the developer generates and submits
evidence; the assessors evaluate it. Completeness review, requests for information and
Commission confirmation all reinforce that division. In practice, the boundary proved less clear,
because the assessors at points performed analytical work on the submitted data themselves.

It is important to calibrate this. The binding methodology arguably expects exactly this kind of
independent verification rather than passive acceptance of a dossier, so the activity is better read
as rigorous assessment than as a drift into evidence generation. The sharper concern is procedural
rather than analytical: if a dossier has cleared completeness review and received authorisation, the
subsequent need for assessor-generated outputs invites the question of whether completeness
review is doing the work the architecture assumes, or whether it is essentially administrative —
leaving the methodological adequacy of a submission to be discovered only during assessment.
Where legitimate assessment ends and evidence generation begins is a line the Regulation and
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current guidance do not yet draw, and the future credibility of the framework may depend on
drawing it.

The governance point beneath this concerns the ownership of the analytical record. In a system
whose authority rests on being a single, shared, reproducible assessment, it matters not only that
the numbers are right but that it is clear whose numbers they are and at what stage they entered the
record. When the boundary between the developer’'s submission and the assessors’ own work is
left undefined, the assessment’s provenance becomes harder to audit — not because anyone
acted improperly, but because the framework never specified where one party’s responsibility ends
and the other’s begins. Drawing that line is less a methodological question than a constitutional one
for the new system.

SECTION 04
The Collapse of the Assessment Scope

IN BRIEF

Eight assessment questions were agreed, but only one comparison ultimately produced a
comparative conclusion. A process built to deliver a common assessment of relative effectiveness
spoke to only a sliver of its own scope — raising how scopes should balance clinical relevance
against feasibility.

The case also illustrates a practical fragility. A scope of eight assessment questions was agreed,
yet only a small fraction — in practice, a single comparison — ultimately yielded a comparative
conclusion. The remainder became unassessable because suitable comparator data were
unavailable, or because the indirect comparisons were judged insufficiently reliable. The report
explains each outcome coherently, but the cumulative result is striking: a process designed to
deliver a common European assessment of relative effectiveness produced comparative
conclusions for only a sliver of its own agreed scope.

This raises a forward-looking scoping question. Should assessment scopes continue to be driven
primarily by clinical relevance, or should the feasibility of generating assessable evidence carry
greater weight from the outset? Tovorafenib suggests that ambition and feasibility will need to be
balanced more deliberately, so that future scopes do not routinely promise far more than the
evidence base can support.

SECTION 05
The Factual Accuracy Paradox

IN BRIEF

Many disputes did not divide cleanly into “factual” versus “interpretive.” In practice the real line ran
between corrections that did or did not alter the assessment narrative — meaning the most
consequential conclusions became the least auditable.

The factual-accuracy stage reveals a further tension. In theory the exercise is clean: developers flag
factual errors, assessors correct them, and scientific interpretation remains with the assessment
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team. In practice, many disputes refuse to sit neatly on either side of that line. Questions of residual
confounding, indirect-comparison assumptions, sample size and statistical interpretation carry both
factual and interpretive content; they are neither purely objective nor purely subjective.

The tovorafenib experience suggests a third, unrecognised category: methodological
characterisation. More importantly, it indicates that in practice the real boundary was not between
what was “factual” and what was “interpretive,” but between corrections that did or did not alter the
assessment narrative. Corrections that left the methodological critique intact could be absorbed;
those that would have softened it tended to fall outside the scope. The risk this creates is not that
the assessors were right or wrong, but that the most consequential scientific conclusions become
the least auditable, precisely because they are handled where revision is hardest.

The strategic worry is not that the assessors defended their analysis — they should — but that the
stage at which the most consequential disagreements were resolved is the least transparent one. A
dispute classified as “outside factual accuracy” leaves no visible reasoning behind it: the reader
sees the assessors’ conclusion but not the rationale that produced it. In a framework whose
legitimacy depends on being auditable, the places where genuine scientific disputes are settled
invisibly are exactly the places that future challenge, and future mistrust, will find.

SECTION 06
Evidence-Based Medicine Under Orphan Conditions

IN BRIEF

The report applies evidence-based medicine rigorously but selectively: it imports EBM'’s tools for
judging validity while declining the parts that retain and grade weak evidence. Setting aside the
pivotal single-arm data is the predictable result of pursuing a comparative aim with a therapeutic-
decision discipline.

The report also illustrates evidence-based medicine (EBM) operating under orphan conditions. It
consistently privileges the features traditionally associated with higher-quality evidence —
randomisation, direct comparison, control of confounding, minimisation of bias — and on its own
terms it is internally consistent and scientifically coherent.

The deeper tension, however, is one of purpose rather than rigour. EBM is a discipline for choosing
the best therapeutic strategy for an individual patient; it retains the best available evidence,
however weak, and grades it. The JCA estimates a relative effect to inform pricing and
reimbursement, and retains only evidence that clears a demanding comparative bar. The clearest
expression of the gap is the way the pivotal single-arm evidence — the best direct signal of what the
medicine actually does for most of the population — is set aside because it speaks to activity rather
than to a relative effect. EBM would not bury such data; it would retain it at low certainty. The
report’s choice is faithful to its own comparative purpose, but it means the JCA imports EBM’s
machinery for assessing validity while declining the parts of EBM that retain and grade weak
evidence. The departures are therefore less failures of execution than the predictable consequence
of invoking a therapeutic-decision discipline in the service of a comparative-effectiveness objective.
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SECTION 07

Uncertainty Without Certainty

IN BRIEF
The report catalogues evidentiary weakness exhaustively but never converts it into an explicit,
graded statement of certainty. That leaves national bodies to infer confidence themselves — the
same evidence potentially supporting different conclusions across jurisdictions.

One of the most significant methodological findings concerns the distinction between assessing
uncertainty and assessing certainty. The report catalogues evidentiary weakness in detail —
residual confounding, imprecision, outcome heterogeneity, indirectness and the limits of sensitivity
analysis. What it does not do is convert that catalogue into an explicit conclusion about how much
confidence the resulting estimates deserve. Unlike frameworks such as GRADE, the uncertainty
domains are not translated into a structured, graded certainty rating.

This matters because national appraisal bodies need more than an inventory of limitations; they
must decide how much weight to place on the estimates. When the report stops at uncertainty,
certainty becomes an implicit construct that each reader must infer. The same evidence may then
support different conclusions in different jurisdictions — not because the science differs, but
because the decisive interpretive step was never written down. If the purpose of the JCA is to inform
appraisal through a common assessment of relative effectiveness, the absence of an explicit link
from uncertainty to certainty is not a detail. It is a gap at the centre.

SECTION 08

The Judgement-Free and Decontextualisation Paradoxes

IN BRIEF
The report is appraisal-free but not judgement-free: scientific judgement runs throughout. By
excluding context such as rarity and unmet need, it risks not removing contextual judgement but
hiding it — turning auditable reasoning into invisible reasoning.

The HTAR seeks to separate assessment from appraisal: JCA reports should remain factual and
avoid conclusions on clinical added value, reimbursement or place in therapy. The tovorafenib
report respects those limits. Yet it simultaneously contains extensive methodological judgement —
rejecting analyses, identifying bias, weighing confounding and classifying evidence as unreliable.
This is the first paradox: the JCA may be appraisal-free, but it is not judgement-free. Scientific
judgement runs through it.

A second paradox follows from the aspiration to decontextualised assessment. The report
evaluates validity and uncertainty while largely excluding rarity, unmet need and the practical
realities of orphan development. It is difficult to believe such considerations vanish entirely from the
reasoning. The more plausible account is that contextual judgement becomes implicit rather than
absent — and this distinction is decisive, because explicit contextualisation can be audited,
challenged and reproduced, whereas implicit contextualisation cannot. The principal risk of
decontextualisation is therefore not the removal of context, but the creation of hidden
contextualisation that shapes conclusions without ever appearing in the report.
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SECTION 09

The Participation Paradox: Input Heard but Influence Unseen

IN BRIEF
Patients and clinicians were genuinely given a route into the process, and their input was recorded.
But the report never shows how that input changed anything — and the outcomes they cared about
most are exactly the ones the assessment could say least about.

The HTAR does not treat patients and clinicians as bystanders. It builds their participation into the
procedure: a carer and a clinical expert were invited to help shape the assessment scope and to
comment on the draft reports, and their contributions were annexed to the published report. On the
test that matters procedurally — was the stakeholder voice given a route into the process? — the
answer is yes, and the framework deserves credit for it.

Yet the same file contains a quietly devastating observation, and it comes from the carer. The report
records their input but never explains how it was used, or whether it shaped the questions asked,
the comparators chosen or the outcomes prioritised. The carer’s substantive concerns — the child’s
quality of life, the long-term effects of treatment on growth and cognitive development, how and
when therapy is stopped, and the stark variation in access between countries — are precisely the
considerations a family weighs. They are also, almost exactly, the considerations that either fell
outside the comparative frame or were classified as not assessable. The outcomes the participants
cared about most are the ones the assessment could say the least about.

This is the third leg of evidence-based medicine — the patient’s values — invited into the room and
then left without a trace in the reasoning. The framework does not ignore patients; the harder
problem is that it cannot show what their voice has changed. And an influence that cannot be
demonstrated is, for every practical purpose of audit and accountability, indistinguishable from an
influence that never occurred. Participation becomes visible while its effect remains invisible.

The participation paradox is therefore not a separate problem from the ones already described. It is
the same transparency deficit seen from the other end. Where the report documents uncertainty but
never grades certainty, here it documents stakeholder input but never traces its influence. In both
cases the decisive act — how much confidence to place in the evidence, how much weight to give
the patient’s priorities — takes place somewhere the reader cannot follow.

SECTION 10

The Common Root: One Omission Beneath the Paradoxes

IN BRIEF

The selective EBM, the uncertainty-without-certainty gap, the surviving judgement and the untraced
patient voice are not separate findings. They are projections of one omission: the report explains why
the evidence is uncertain but never grades how far it can be trusted.

It is tempting to read the preceding tensions — the selective application of evidence-based
medicine, the assessment of uncertainty without a corresponding statement of certainty, and the
survival of judgement within a supposedly judgement-free and decontextualised report — as
independent findings. They are not. Three of them are projections of a single structural choice: the
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report exhaustively characterises why the evidence is uncertain, but never completes the final step
of converting that uncertainty into an explicit, graded degree of certainty. The fourth — the
participation paradox — is that same deficit viewed from the input side: input recorded, influence
untraced.

That one missing step explains all three. It is the EBM departure, because grading certainty is
precisely the part of the discipline the JCA declines to import: it adopts EBM’s apparatus for
appraising internal validity while leaving aside the step that turns limitations into a transparent level
of confidence. It is, by definition, the uncertainty-without-certainty gap. And it is the mechanism by
which judgement becomes implicit. The conversion from “here are the limitations” to “this is how
much the estimate can be trusted” does not disappear when it is left unstated; it simply migrates out
of the report and into the reader. A national body cannot act on a catalogue of weaknesses alone;
someone must decide how much those weaknesses matter. When the report declines to make that
judgement explicit, it does not avoid the judgement; it delegates it invisibly, and in doing so quietly
reintroduces the contextual reasoning the decontextualised model was meant to exclude.

This reframes the reform question. The instinct is to address each tension separately — orphan
methodology in one case, clearer factual-accuracy categories in another, firmer guidance on
assessor judgement in a third. But if these issues share a common root, the most effective response
is likewise singular: a transparent, reproducible step that links uncertainty assessment to an explicit
degree of certainty. That step would close the EBM gap, give national bodies the confidence signal
they need and, above all, bring the decisive judgement into the open, where it can be audited,
contested and reproduced.

The more uncomfortable implication is this. A framework that prohibits value judgement but omits
the certainty step does not achieve neutrality; it achieves concealment. Decontextualisation without
an explicit certainty grade is not the absence of contextual judgement; it is its relocation to a place
no one can see. The same is true of the patient’s voice: heard, annexed and then untraceable. The
strategic lesson of tovorafenib is therefore not that the assessors judged too much or too little. It is
that the framework’s most consequential acts — deciding how far the evidence can be trusted, and
what the patient’s priorities should change — are, at present, the ones it never writes down.

SECTION 11

The Conservatism Reflex and the Rare-Disease Bargain

IN BRIEF
Where evidence is ambiguous, the framework consistently leans toward exclusion and caution. Each
choice is defensible alone, but together they form a reflex that bites hardest in rare disease, where
no better evidence is ever coming.

Across the assessment, a consistent disposition is evident: where the evidence is ambiguous, the
framework leans toward exclusion over inclusion, caution over inference, and the documentation of
uncertainty over any attempt at extrapolation. Taken individually, each choice is defensible —
indeed scientifically admirable. Taken together, they form a reflex, and reflexes have systematic
consequences.

The consequence is a quiet asymmetry. Conservatism guards against the error of crediting a
benefit that is not real, but it is silent on the opposite error: failing to credit a benefit that exists. In a
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common disease with abundant data, the asymmetry is harmless because better evidence is
always around the corner. In a rare paediatric cancer there is no better evidence coming; the single-
arm signal is the best the world will ever have. A reflex that treats “not proven to the comparative
standard” as functionally equivalent to “not shown to work” therefore bites hardest precisely where
the framework matters most, and where it is least correctable later.

This is the rare-disease bargain, and it is currently struck in silence. Society asks developers to
pursue therapies for conditions that will never yield clear comparative evidence, then assesses the
results with an instrument calibrated for conditions that do. Resolving this does not require
abandoning rigour. What the framework lacks is a way to say, explicitly and reproducibly, “this
evidence is weak, here is how weak, and here is what it nonetheless shows” rather than letting
weakness shade silently into dismissal. Until it can, the conservatism reflex will keep producing
verdicts that are scientifically robust and strategically corrosive: each correct in isolation, the pattern
damaging in aggregate.

SECTION 12
Harmonisation and Its Limits

IN BRIEF

Assessment is harmonised at European level; appraisal stays national. When the joint layer can
speak only of uncertainty, the work is not removed but pushed downstream — duplication relocated
rather than eliminated.

The HTAR’s promise is harmonisation: one rigorous clinical assessment, conducted once at
European level, replacing the duplicated effort of separate national reviews. Tovorafenib invites a
candid look at what that promise delivered in practice. The joint assessment was conducted to a
high standard, yet its usable comparative output was thin, and much of what a national body
actually needs to reach a decision sat in the appended dossier or did not exist as a comparative
estimate at all.

This exposes the seam between the two halves of the system. Assessment is harmonised;
appraisal remains national. When the harmonised layer can speak confidently, that division is
efficient. When it can speak mainly of uncertainty, the division risks relocating the work rather than
removing it: each national body must still decide how much the documented limitations matter, still
supply the value and context the joint report is forbidden to provide, and may still commission its
own analysis. Duplication is not eliminated so much as pushed downstream and made less visible.

The strategic question is not whether harmonisation is worthwhile — it plainly is — but what the joint
layer owes the national one. A harmonised assessment that hands national appraisers an inventory
of weaknesses without a graded conclusion has harmonised the tractable part and left the
contestable part where it was. The credibility of the European project may ultimately rest on whether
the joint assessment can give national decision-makers something they could not as readily have
produced alone — and in evidence-poor cases, that is a higher bar than it first appears.
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SECTION 13
Is the Tovorafenib JCA Fit for Purpose?

IN BRIEF
Procedurally and methodologically the report holds up; for the national bodies that must act on it, the
picture is more nuanced. It is best read as a rigorous assessment of evidence quality rather than a

decision-ready measure of relative effectiveness — which is what the framework currently asks of it.

From a procedural perspective, the answer is yes: the report follows the framework and applies the
available guidance consistently. From a methodological perspective, it is coherent and transparent
about the limitations of the evidence. From the perspective of the national bodies that must use i,
the answer is more nuanced. The report identifies uncertainty clearly but communicates certainty
poorly; it allows appraisal to begin without fully equipping it to conclude. It is best understood as a
rigorous assessment of evidence quality rather than a decision-ready assessment of relative
effectiveness — which, given the analysis above, is less an assessor’s criticism than a description
of what the framework currently asks them to produce.

The phrase “fit for purpose” conceals a prior question: fit for whose purpose? For the framework’s
own stated aim — a transparent, methodologically sound assessment of relative effectiveness —
the report largely succeeds. For the national bodies that must act on it, it is a rigorous account of
why the evidence is uncertain rather than a usable measure of how much the medicine helps. For
the families the carer spoke for, it is largely silent on the outcomes they named. These are not
contradictions; they are three audiences whose needs a single document cannot equally serve.
Recognising that a JCA report is structurally better suited to some of its readers than others is itself
a strategic insight, because it points to where the framework’s next increment of value will have to
come from.

SECTION 14
Practical Lessons for Health Technology Developers

IN BRIEF
Five operational lessons for orphan-drug developers, centred on a single message: the comparative-
evidence pathway must be designed before pivotal studies begin, because most of its critical choices
cannot be fixed afterward.

— Design the comparative-evidence strategy before pivotal studies begin. In orphan
disease, indirect comparisons are no longer supporting analyses; they often become the
primary source of comparative evidence, and cannot be adjusted afterward.

— Collect and report prognostic variables and effect modifiers systematically. Missing
covariates cannot be recovered after a study closes and become a dominant source of
assessable-evidence loss.

— Harmonise outcome definitions early with likely comparator studies. Many indirect
comparisons fail not because of the data but because of the impossibility of aligning what was
measured.
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— Prioritise transparency over analytical sophistication. Every methodological choice
should be documented and reproducible; an elegant analysis that cannot be audited will be
discounted.

— Anticipate that the process evaluates the analytical pathway, not only the effect. The
credibility of the route used to estimate an effect is assessed as closely as the estimate itself.

SECTION 15

What Reform Would Actually Require

IN BRIEF
Because several tensions share a transparency root, the reform agenda is narrower than the list of
problems suggests. It calls less for new methodology than for making a few currently implicit things
visible — above all, a reproducible step from uncertainty to certainty.

If the preceding analysis is correct — that several of tovorafenib’s tensions share a transparency
root — the reform agenda is narrower and more tractable than the catalogue of individual problems
suggests. Itis not, in the first instance, a call for more methodology. It is a call to make visible a small
number of things currently left implicit.

The first is a reproducible step that converts documented uncertainty into a stated degree of
certainty. This is the highest-leverage change because, as the synthesis argued, it simultaneously
closes the evidence-based-medicine gap, gives national bodies the confidence signal they need
and forces the decisive judgement into the open. A framework already willing to catalogue
uncertainty in exhaustive detail is one short step from grading it; the step is procedural, not
scientific.

The second is a visible trail from stakeholder input to assessment decisions — a short, honest
record of how patient and clinician views shaped, or did not shape, the scope, comparators and
outcomes. This need not manufacture influence where there was none; it need only make the
influence that did occur auditable, and its absence equally so.

The third is an explicit account of how the framework treats uncertainty that arises from rarity rather
than from methodological weakness. The two are not the same, and a system that cannot
distinguish them will keep penalising orphan products for a scarcity of evidence that no diligence
could have cured. The adaptation required is not a lower standard; it is a stated, consistent rule for
reasoning under unavoidable scarcity.

Underlying all three is a single move: drawing, in writing, the boundaries the framework currently
leaves to discretion — between assessment and appraisal, evidence and interpretation, uncertainty
and certainty, participation and influence. None of these requires new analytical sophistication.
Each requires the framework to commit, on the record, to its reasoning. That is a governance task
more than a scientific one, and it is the task on which the next phase of EU HTA will be judged.
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IN CLOSING

Conclusion

IN BRIEF
The tovorafenib JCA shows the EU HTA system can run rigorous reviews, while exposing a cluster
of unresolved tensions — most of them expressions of one problem. The framework’s credibility will
rest on clarifying a small number of boundaries it currently leaves unstated.

The tovorafenib JCA should be viewed as the first major orphan stress test of the EU HTA
framework. It demonstrates that the new system can conduct rigorous, transparent reviews of
complex evidence packages. It also exposes a cluster of unresolved tensions: the absence of an
orphan-specific methodology, the collapse of assessment scope under evidence constraints, the
unclear boundary between assessment and evidence generation, the difficulty of separating factual
correction from scientific interpretation, the missing link from uncertainty to certainty, the recording
of patient and clinician input without a trace of its influence, and the emergence of implicit
contextualisation within a supposedly decontextualised model.

None of these issues would invalidate the assessment on its own. Taken together, however, they
define the framework’s next reform agenda — and several are, as this review has shown, different
expressions of the same underlying problem: a system that records uncertainty without grading
certainty, and captures the patient voice without showing its impact, leaves its most important
judgements unstated.

The future evolution of the JCA may therefore depend less on refining individual analytical
technigues than on clarifying a small number of boundaries: between assessment and appraisal,
evidence and interpretation, uncertainty and certainty, participation and influence, and objectivity
and contextualisation. Tovorafenib’s lasting contribution is to show that these boundaries are not
abstract. They are where the credibility of European HTA will be decided.

Mondher Toumi, Anna Kapusniak & Clever-Access Team — your professional partner for JCA & JSC
Clever-Access — To make the difference, let's be clever together! | Homepage - MAS Page 14



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

Strategic assessment of tovorafenib JCA-MP-2024-06 — 19th May 2026

Contact

For any questions about this report, contact Mondher Toumi (mto@inovintell.com) or Anna
Kapusniak (anna.kapusniak@clever-access.com).

If you want to discuss with Clever-Access about JCA and/or JSC, contact Aleksandra Caban
(aleksandra.caban@clever-access.com).
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