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STRATEGIC SYNTHESIS

The Tovorafenib Joint Clinical Assessment

All Was Expected: What the First Orphan JCA Reveals About the EU HTA
System, and Where It Leads

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

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

gubiset paediatric low-grade glioma
- K Regulation (EU) 2021/2282 (HTAR); methodological guidance of the HTA
ramewor Coordination Group (HTACG)
e Among the first JCAs under the HTAR, and one of the first applied to an orphan
Significance L
medicine
el Strategic/governance, a helicopter-view synthesis for a broad readership; the granular,

claim-by-claim analysis sits in the technical record

BOTTOM-LINE SUMMARY
Bottom-Line Summary

BOTTOM LINE

Two actors, one expected outcome. The first orphan Joint Clinical Assessment produced almost
exactly the result the framework's design would predict. The assessment team's conduct was rigorous
and largely exemplary, and the substantive non-compliances sat in the developer's dossier — some
unavoidable, given the evidence a rare paediatric cancer can yield, and some a matter of
methodological disagreement or of analyses the developer chose, for stated reasons, not to submit.
The report is procedurally compliant and methodologically defensible, but only partially compliant in
terms of outcomes: of eight assessment questions agreed at scoping, one yielded a comparative
answer on a surrogate, with an effective sample size of 5.8. The single systemic lesson is the step the
report never takes: from documented uncertainty to a stated degree of certainty.

At the centre of this report is one observation that the rest exists to support: the assessment
documents uncertainty exhaustively but never converts it into a stated degree of certainty.
Everything else, the orphan tension, the departure from evidence-based medicine, the paradoxes
of judgement and participation, the risk of national divergence, is evidence for that single thesis.
What follows explains why the result was foreseeable, why that omission is the heart of the matter,
and what, for innovation, for Member States and for the design of the system, now follows from it.
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SECTION 01
The Natural Experiment

KEY MESSAGES

* The subject is the system, not the medicine. Tovorafenib is the first real-world test of the HTAR
at its hardest edge, an orphan drug, a single-arm study, a conditional approval, no common
comparator.

* Diagnostic, not merely difficult. New systems are revealed by their edge cases, where unwritten
assumptions become visible.

The first JCA produced almost exactly the outcome that many observers had anticipated, not
because anyone failed, but because systems tend to produce the outcomes they are designed to
produce. The most important question the case raises is therefore not whether the report was right
about tovorafenib, but whether its outcome was foreseeable from the framework's design. That
single reframing is the whole of this paper: it treats the assessment less as a verdict on a medicine
than as a window onto the institution that produced it.

Tovorafenib treats a rare pediatric cancer, reached patients under a conditional marketing
authorisation, and was supported principally by a single-arm study with no common comparator,
a package that sits at the very edge of what a comparative-effectiveness framework can evaluate.
Faced with it, the assessment became less a review of a medicine than an examination of whether
valid comparative evidence could be generated at all.

That is precisely why the case is worth this much attention. 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. Whatever the framework did here, it did so because of how
it was built, not from habit or precedent it has not yet acquired. The case is therefore diagnostic
rather than merely difficult, a natural experiment in which the architecture of European HTA is
exposed under maximum stress.

The posture this paper adopts throughout follows from that. We treat tovorafenib as the case study
and the architecture as the subject, and we meet each pattern the case exposes with curiosity
about the system rather than a verdict on the medicine. The question is never who erred; the review
was careful, and the governance worked, but what the system will do, predictably, every time the
same conditions recur.

Two cautions temper this from the outset. Tovorafenib is a single case, and no single assessment
can establish a systemic pattern; the value of the case lies not in proving a rule but in revealing
operating characteristics that future assessments will either confirm or qualify. And the outcome
was not preordained; it was predictable, which is a different and more useful thing, because what
a design makes predictable, a design can also change. With those caveats in view, the case
deserves close reading.

A natural experiment is valuable precisely because no one staged it. These conditions were not
chosen to test the framework; they simply arose, and the framework met them as it would meet
any case. That is why the patterns it produced can be trusted as evidence about the system: they
are not artefacts of an unusual effort or an unusual reviewer, but the system's ordinary response
to an unusual input. What the case offers is a rare, clear view of the framework's reflexes, the
things it does automatically, before anyone decides to do them.
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And first cases carry weight out of all proportion to their number. The interpretive habits formed on
the earliest assessments, how a scope is allowed to collapse, how single-arm evidence is handled,
how uncertainty is left ungraded, become the defaults the next cases inherit, long before anyone
resolves to adopt them. To read tovorafenib closely now is therefore not antiquarian; it is to study
the template while it is still soft enough to reshape.

WHY FIRST CASES MATTER

The earliest assessments do more than decide individual products; they set the defaults the whole
system will run on:

* The first interpretation becomes the default. How scope, single-arm evidence and ungraded
uncertainty are handled now is how they will tend to be handled next.

* Assessors inherit precedents. Later teams reach for what the first reports did, rather than
returning to first principles each time.

* Developers adapt their evidence. Companies design trials and portfolios around what the early
cases visibly reward and penalise.

* Member States adapt their expectations. National bodies calibrate their expectations for what
a joint report should deliver based on what the first ones delivered.

The question worth asking of any young institution is not whether it can succeed on the easy cases;
it can, but what it does with the hard ones, because the hard ones are where its character is fixed.
Tovorafenib is that hard case arriving early, and the framework's response to it is, in miniature,
a preview of how it will treat the orphan and single-arm products still to come.

SECTION 02
A Conclusion Known Before the Start

KEY MESSAGES

* Each result was predicted. Across earlier work, we forecast that single-arm products would be
rated poorly, that certainty would not be reached, and that the referential could not serve as a gold
standard.

* The conformity is the finding. When the outcome is knowable before the process begins, the
process reproduces its own design rather than measuring the product.

The tovorafenib report was not a surprise. Across a series of earlier publications, this group
anticipated each of its principal results, and the predictions were specific and on the record before
the report existed. We forecasted that products supported only by single-arm evidence would be
assessed very negatively whenever the audit framework applied; that the guidance on indirect
comparisons set a bar that orphan evidence, disconnected networks, no common comparator,
could rarely clear; that the guidance on systematic review and on clinical-study validity departed
from the state of the art; and that the framework, asked to convert documented uncertainty into a
usable signal of confidence, would not complete that step. Each prediction held.

This previously published record underpins the present thesis. A forecast made in advance, set
out in print, and then borne out deserves a hearing that retrospective commentary cannot claim. It
also shifts the explanation: if the outcome could have been derived from the framework’s design
before the dossier was opened, then the decisive force lies in the design, not in the dossier.
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This invites an uncomfortable but useful reframing. When the result of an assessment is largely
predictable from the framework's design, the assessment is no longer only measuring the product;
it is, in part, reproducing its own design. For a case like tovorafenib, the JCA tells us at least as
much about its own method as about the medicine in question. The conformity to expectation is
itself the finding, and the through-line the rest of this paper explains is simply why each prediction
held.

The specificity of these forecasts matters. They were not a vague unease about a new system, but
claims about defined mechanisms: that an unanchored indirect comparison would survive only in
a small matched subset; that guidance treating population adjustment as exploratory would leave
orphan evidence with little ground to stand on; and that a report could catalogue every weakness
while still declining to grade it. A vague prediction can be fitted to events after the fact.

A prediction that proves correct does two things: it earns attention, and it offers a diagnosis. It
earns attention because a thesis that anticipated specific outcomes, in print and before the fact,
has shown that it understands the machinery. But the diagnosis matters more. If the result could
be derived from the design before the dossier was opened, then the design, not the particular
evidence package, was doing the decisive work. The earlier body of work behind this paper was,
in effect, a structural model of the framework; tovorafenib is that model run once in public, returning
the value it predicted.

Framed this way, the JCA for tovorafenib is best read as an audit that reflects heavily on its own
method. The dossier provides the occasion; the referential is the true object of scrutiny; and the
verdict largely follows from the poor fit between them from the outset. This is not a cynical
reading: the audit was conducted competently and, in many respects, exemplarily. It is a
structural reading, and one that the rest of this paper substantiates.

There is nothing fatalistic in saying so. A result that is predictable is also a result that is changeable,

because predictability points straight at its cause. If the design produced this outcome, the design
can produce a different one, which is why a paper that begins by observing that the conclusion
was largely foreseeable from the design can end, without contradiction, by proposing how to make
the next conclusion worth waiting for.

SECTION 03

Why the Framework Was Built This Way

KEY MESSAGES

* The design had good reasons. Each feature this paper questions was a deliberate answer to
areal problem: appraisal creep, value judgements, optimism bias, assessor discretion, and
fragmented national standards.

* The trouble is cumulative, not individual. Tovorafenib shows that these objectives were not
wrong, but that their combined implementation produces consequences none of them intended.

Before criticising the architecture, it is only fair, and far more persuasive, to credit the reasons it
was built. None of the features this paper questions was an accident or an oversight. Each was a
deliberate answer to a real and familiar problem, and a neutral reader is right to ask why the HTA
Coordination Group chose this path before being told what it cost.

The objectives are easy to state and hard to argue against. The JCA was designed to assess, not
appraise, to keep the value-laden questions of price and place in therapy with the Member States,
where the Treaties leave them. It was built to avoid value judgements, so that a single joint report
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could command trust across twenty-seven systems with different priorities and budgets. It was built
for reproducibility, so that the same evidence would be read the same way wherever it landed. It
was built to resist optimism bias, the well-documented tendency to over-read promising early data.
It was built to reduce assessor discretion, because discretion invites lobbying, inconsistency and
capture. And above all, it was built to create a single European standard where there had been a
patchwork of national methods, the central promise of the Regulation, and a genuinely valuable
one.

Every one of these is a legitimate goal, and several are real achievements. The framework does
keep appraisal national; it does suppress unwarranted optimism; it does apply a consistent method
across cases. The difficulty Tovorafenib exposes is not that any objective was mistaken, but that
their cumulative implementation produces effects none of them intended. Avoiding appraisal, when
pressed far enough, becomes a refusal to take the interpretive step that makes an assessment
useful. Suppressing optimism, applied without limit, hardens into a structural pessimism that
cannot credit a benefit that is real. Reducing discretion, taken to its end, removes the very
judgement that converts a catalogue of uncertainty into a usable conclusion. The faults described
in this paper are, in large part, the shadows of these virtues.

It is worth dwelling on this because it is the difference between a critique that lands and one that
is dismissed. A reader inside the system, told only that the framework is too conservative or too
narrow, hears an attack and stops listening. But a reader shown that each contested choice was
a reasonable response to a real risk, and that the problem lies in how those choices combine at
the margin for a specific kind of evidence, has no such escape. The argument here is not that the
designers were wrong to want neutrality, reproducibility and restraint. It is those virtues, each
maximised on its own and never traded off against usefulness, that can compound into an
instrument that is rigorous and unhelpful at the same time.

That is the charitable reading, and we think it is also the accurate one: a framework optimized for

neutrality and consistency met a case where neutrality and consistency were not enough, and did
what its design told it to do. Reading it this way is not a softening of the critique; it is what makes
the critique hard to dismiss. The problem is not bad people or bad faith; it is a design whose
individually sound choices, at the margin, combine into an instrument that struggles with exactly
the evidence it will increasingly be asked to judge. Before turning to how those choices combine
in the harder cases, it is only fair to be equally clear about where the framework already does its
job well.

SECTION 04
Where the Framework Clearly Works

KEY MESSAGES

* The critique is bounded. For the large class of products with strong comparative evidence, the
joint assessment does real, non-duplicative work, and does it well.

* This is about a class, not the whole. What follows concerns the evidence-poor frontier, not the
framework in general.

It would be a misreading of this paper to take it as an attack on the HTA Regulation as such. For
a large and important class of products, the framework does precisely what it was built to do, and
does it well. The criticism that follows is bounded: it concerns a definable category of evidence-
poor cases, not the instrument in general.

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 7



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

All Was Expected - What the first orphan JCA reveals about the EU HTA system

Where a medicine arrives with robust, comparative, randomised, blinded evidence and a clear,
common comparator, the joint assessment is genuinely valuable. A large cardiovascular outcomes
trial, an oncology program with a head-to-head comparison, a diabetes development plan with
established endpoints and an accepted standard of care; for these, a single rigorous European
assessment may replace national reviews, apply a consistent and defensible method, suppress
unwarranted optimism, and hand national appraisers a comparable, usable estimate of relative
effect.

The difficulty is not that this machinery is poor, but that it was calibrated for those conditions and
is now applied, unchanged, to cases that cannot meet them. The distinction matters for the
argument that follows. A framework can be well fitted to the median case and ill-fitted to a growing
tail at the frontier, and a critique aimed at the tail is not a verdict on the median. It is against this
backdrop of genuine success that the harder cases must be read, and it is to those that the next
section turns.

SECTION 05

Why It Was Predictable, The Architecture

KEY MESSAGES

* Four tensions, one root. An audit against a contested referential; two orders of tension; an
interpretive gap; a retreat from EBM, converging on a single missing step.

* In the design, not the people. The assessment team's conduct was rigorous and largely
exemplary; the directional force sits in the architecture.

Several structural features explain the result, and they converge on a single root. None is an
execution failure; each follows from the design, which is why it matters to say, before describing
them, that the assessment team applied the binding methodology rigorously and that the
substantive non-compliances sat in the developer's package. The force described here is a
property of the architecture, not of the people who worked inside it.

An audit against a referential that is not a gold standard. At its core, the JCA confronts the
developer's evidence against a corpus of methodological guidance, and an audit of that kind
presupposes a settled benchmark. The corpus, however, has been sharply contested on both its
scientific validity and its production, to the point of being called eminence-based rather than
evidence-based. A contested corpus cannot serve as a fixed benchmark, and clinical evidence is
not a ledger to be reconciled line by line, but a trade-off between ideal conditions and feasibility.
Audit it as though every gap was a defect, and gaps will duly be found, and read as failures rather
than as the unavoidable cost of running the study at all.

Beneath the issue of validity is a question of legitimacy. A benchmark that embeds one
methodological tradition’s answers to disputed questions, while presenting itself as neutral, is not
a gold standard but a position. This does not make the guidance valueless; much of it is careful
and useful. But it means that compliance with it cannot, on its own, establish the quality of an
assessment.

Two orders of tension. The first is institutional. A regulator that granted conditional approval acted
in context and in dialogue with the developer, judging that a promising therapy should reach
patients while its evidence matured; the JCA, by design, works without that dialogue and that
context, assessing only the dossier. Two European bodies, two mandates, one enabling access
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under uncertainty, the other characterising uncertainty without context, behave divergently but
rationally, and the friction between them is structural, not personal: each, acting reasonably within
its mandate, produces output the other must treat as a problem. The second order is the audit-
type mismatch itself, a benchmark that is not a gold standard, applied without the trade-off
reasoning that a clinical study demands.

The judgment-free and decontextualization paradoxes. The Regulation separates assessment
from appraisal, and the report honours that line. Yet it is full of scientific judgment, rejecting
analyses, identifying bias, and weighing confounding. So it is appraisal-free but not judgment-free.
And by excluding context, rarity, unmet need, the realities of orphan development, it does not
remove contextual judgment so much as drive it underground, where it can be neither audited nor
challenged. Decontextualization reduces transparency in the very name of objectivity.

The retreat from evidence-based medicine. The report invokes the standards of EBM but
applies them selectively. EBM rests on a tripod: the best available evidence, clinical expertise, and
patient values, and it retains the best evidence it has, however weak, and grades it accordingly.
The JCA imports EBM's machinery for judging internal validity while declining the part that grades
weak evidence, leaning on the evidence leg almost to the exclusion of the other two. The clearest
expression is the pivotal single-arm data, set aside because it speaks to activity rather than to a
relative effect. EBM would not bury such data; it would keep it, at very low certainty.

The limitation of the framework is that it generates itself. Finally, the framework partly
manufactures the problem it then condemns: multiplying questions, subgroups and outcomes, it
feeds the assessment with analyses it can then fault as post hoc, while a sequence of individually
reasonable demands accumulates into a conservatism gradient that bites hardest where evidence
is scarce. The pattern is corrosive in aggregate, because in a rare paediatric cancer, no better
evidence is coming.

The third leg of the tripod goes unheard. Patients and a carer were invited in, and their
contributions annexed to the report; yet it never shows how that input changed the questions, the
comparators or the outcomes, and the concerns they raised were almost exactly the outcomes the
assessment could say least about. The patient's voice was welcomed into the room and then left
without a trace in the reasoning, an influence that, for the purposes of audit, is indistinguishable
from one that never occurred. What it would take to change that is a question the next section
takes up. The same for expert clinicians.

Seen together, these features carry one uncomfortable lesson: compliance is not the same as
quality. The assessment complied with the template, scope, methodology, and procedure, and did
so well. But faithful application of contested or ill-fitting rules produces faithfully contestable output.
The case does not show a process broken; it shows a process working exactly as specified, and
the specification is what is in question.

Start from any of these, and the road ends in the same place: the report explains, in exhaustive
detail, why the evidence is uncertain, and never states how far it can be trusted.

SECTION 06

The Keystone, Uncertainty Without Certainty

KEY MESSAGES
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* Everything converges here. Uncertainty is catalogued exhaustively but never converted into
a stated degree of certainty; the decisive step is displaced onto national bodies.

* The single highest-leverage fix. Without a transparent route from documented uncertainty to
a stated certainty, the report cannot support Member-State appraisal as intended.

If this paper has a single thesis, it is the one set out in this section; everything else — the orphan
tension, the EBM departure, the paradoxes of judgement and participation, the risk of national
divergence — is evidence for it. This is where the argument converges. The report catalogues
evidentiary weakness in remarkable detail, residual confounding, imprecision, indirectness,
outcome heterogeneity, and the limits of sensitivity analysis. What it never does is convert that
catalogue into an explicit conclusion about how much confidence the resulting estimates deserve.
The contrast with a structured framework such as GRADE is exact: GRADE establishes a starting
certainty by study design, moves transparently across defined domains, and ends at one of four
levels, high, moderate, low or very low, by a derivation the reader can follow. The tovorafenib report
stops at language such as “highly uncertain”; the step from that to a graded conclusion is never
written down.

The consequence is operational, not presentational. A national appraisal body cannot act on an
inventory of weaknesses alone; it must decide how much those weaknesses matter. When the
report declines to make that judgment, it does not avoid it; it invisibly delegates it to each national
reader. The same evidence may then support different conclusions in different jurisdictions, not
because the science differs but because the decisive interpretive step was never recorded. A
framework that documents uncertainty while omitting the certainty step does not achieve neutrality;
it achieves concealment, and quietly reintroduces the very contextual judgement the
decontextualised model was meant to exclude.

These are not four problems but one, seen from four sides. The same missing step is the EBM
departure, the uncertainty-without-certainty gap, the mechanism by which judgment goes implicit,
and the participation paradox viewed from the input side. One omission explains them all.

This kind of restraint is not really neutral. If a report refuses to treat a fatal event differently from
temporary nausea, it does not become more objective; it simply leaves the most important
judgment to each reader. Clinicians would naturally see those outcomes as very different, but the
report does not say so. The judgement has not disappeared; it has only been moved off the page,
where no one can see it, test it or challenge it.

That is why it is the keystone, and why the fix has so much leverage. The remedy is procedural,
not scientific: a framework already willing to catalogue uncertainty in exhaustive detail is one short
step from grading it, by GRADE or an equivalent validated instrument. The barrier is not the tool;
such instruments are already used by national immunisation advisory groups and by HTA bodies
in Europe, but a reluctance to license the structured judgement that grading requires. Yet that
judgment is happening either way; declining to make it explicit does not remove it, it only takes it
off the page. The single question is whether it is written down.

There is also a legal reason to act. The Regulation asks the joint report to give conclusions without
making value judgements. But a conclusion about relative effectiveness is not very useful if it does
not say how confident we can be in it. This is not a contradiction. A clear certainty grade would
meet the requirement: it would say how strong the evidence is, which is a scientific judgement,
without saying whether that strength is enough to justify reimbursement, which is for Member
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States to decide. Grading certainty would therefore not weaken the framework’s restraint; it would
help the framework do what it is meant to do.

What, exactly, are Member States asked to do?

The clearest way to see that this is the central problem, and not a technical footnote, is to ask what
the report expects a national appraisal body to do with it. A Member State receives an exhaustive
account of why the evidence is uncertain — and then must, on its own, supply the four things the
joint layer withheld. It must derive a degree of certainty that the report declined to state. It must
decide how several distinct uncertainties aggregate into one overall confidence. It must reinterpret
what “highly uncertain” ought to mean for a reimbursement decision. And it must reconstruct the
interpretive judgement that the joint report deliberately left out. Four acts of judgement, performed
up to twenty-seven times, on the same body of evidence, behind as many closed doors.

This is close to the opposite of what a joint assessment was meant to achieve. The promise was
that the hard, shared, scientific work would be done once, centrally, and well. What the certainty
gap delivers instead is that the hardest interpretive work is done many times over, nationally, and
inconsistently. The resulting divergence will not even announce itself as disagreement — each
body begins from the same document — so it will surface as different national conclusions that no
one can trace to a difference in reasoning, because the reasoning was never written down. A
framework built to harmonise will, on this one decisive step, have quietly de-harmonised.

And what would it take to hear the patient and clinician?

The same logic ultimately applies to the clinicians' and patients' voices, and this may be the least-
developed transparency gap of all. It is not enough to observe that input was recorded but its
influence untraced; the more useful question is what hearing it would actually require. Three things,
none of which cross into appraisal. First, traceability: a short, explicit record of which contributions
shaped the scope, the comparators or the outcomes, and which did not, so that influence becomes
a matter of record rather than of faith. Second, a working idea of meaningful participation: input
sought early enough to shape the questions, not only late enough to comment on answers already
settled. Third, a demonstration of influence that stops short of valuing it, noting that a patient-
important outcome was added, or a comparator relevant to clinicians reconsidered, is a factual
statement about the process, not a judgment about worth.

Drawing that line matters because the fear of straying into appraisal is exactly what keeps
participation decorative. A framework can show what the patient's voice changed without saying
what that change is worth: the first is transparency; the second is appraisal, and only the second
belongs to the Member States. Until the joint layer makes that distinction, clinician and patient
involvement will remain, as here, visible at the door and invisible in the reasoning, real enough to
satisfy the procedure, yet too untraceable to show what it achieved. Their contribution should also
rest on a sufficiently broad and balanced group of patients and clinicians, not on isolated voices.

SECTION 07

The Orphan Frontier, Tovorafenib Was Only the First

KEY MESSAGES

* Predictably negative by design. Products supported only by single-arm evidence are assessed
very negatively whenever the audit framework is applied; tovorafenib confirms it.
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* This generalises. ATMPs, gene therapies and ultra-rare diseases will reproduce the same
tensions; a scope question follows.

The assessment ran without a dedicated orphan methodology, and that is a durable question rather
than a one-off. The limitations the report identifies, including the absence of randomised evidence,
a common comparator, 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 demonstrated a strong ability to characterise uncertainty. Whether it
accommodates the conditions under which orphan evidence is generated is the open question,
and beneath it sits a sharper one: whether a common methodology built for common diseases is
the right instrument for rare ones, or a category error waiting to be named. A framework that judges
orphan evidence against a comparative standard it structurally cannot meet does not merely report
uncertainty; it risks systematically disadvantaging an entire class of medicines for being what they
unavoidably are.

There is a particular irony here, because a regulator had already weighed the same evidence and
reached a usable judgement. The conditional marketing authorisation was a deliberate decision
that, given the severity of the disease and the absence of alternatives, a promising therapy should
reach patients while its evidence matured. The JCA then took the identical evidence and, by a
different standard and without that context, recorded its thinness as a catalogue of deficiencies.
Two European bodies, one dossier, almost opposite postures toward the same uncertainty, and
nothing in the framework reconciles them.

From this follows a question that the earlier work raised and that deserves to be put carefully rather
than categorically. The tovorafenib experience raises the question of whether products supported
exclusively by single-arm evidence should systematically undergo the same comparative
assessment process designed for products that can generate comparative data. It is a question
about whether one instrument should be applied uniformly where, for a definable class of cases,
its conclusion is largely foreseeable before the work begins, and whether the considerable effort
involved is well spent when it is.

And the predicament generalises far beyond one medicine, which is the point that should outlast
the case. The evidence packages that defeat a comparative framework are about to become the
norm at the innovative frontier, not the exception. Gene therapies and other advanced-therapy
medicinal products, treatments for ultra-rare diseases, tissue-agnostic oncology approvals, and
personalised and biomarker-defined therapies addressing small, fragmented populations: each of
these, by the nature of its science, very often arrives with small single-arm cohorts, external or
historical controls, and no clean, common comparator. Not through any failure of diligence, but
through arithmetic, there are too few patients, and it may be unethical to withhold a promising
therapy to build a control arm. The tension is especially clear when regulatory assessment
supports a public-health decision while HTA informs pricing and reimbursement. Where a single-
arm trial supports a product, and the EPAR has already documented the evidence limitations that
led to conditional approval, it is fair to ask what is gained by repeated analyses deemed unfit for
assessment and by a lengthy report that ultimately restates the same obvious limits in a
predominantly limitation-focused narrative.

Every one of these will reproduce the tovorafenib pattern: a scope that collapses, a comparison
that is fragile or impossible, an uncertainty richly documented and a certainty never stated. The
reader who finishes this section thinking the argument is about tovorafenib has read it too narrowly.
Tovorafenib is not an outlier at the edge of the system; it is the first clearly visible instance of what
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the system will increasingly be asked to do, and the prototype of its median future. The question,
then, is not how to judge one orphan drug, but whether Europe's joint instrument is ready for the
kind of innovation that is already on its way and that national HTA bodies had already widely
recommended before JCA emerged.

This is the rare-disease bargain, and it is currently stuck 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. Conservatism guards against crediting
a benefit that is not real, but is silent on the opposite error, failing to credit a benefit that exists. In
a common disease, asymmetry is harmless because better evidence is always coming. In a rare
paediatric cancer, there is no better evidence coming, and the asymmetry bites hardest exactly
where it cannot be corrected later.

What would an orphan-aware methodology actually change? Not the standards of rigour, but the
disposition toward unavoidable scarcity. It would treat a small effective sample as a quantified
limitation to be graded, not a disqualification; it would use a known direction of bias to test whether
an effect survives the worst case rather than deleting the analysis that carries it; and it would state,
explicitly, how far the surviving evidence can be trusted. That changes the question from “does
this meet the comparative ideal?” to which, in rare disease, the answer is always no, to “what does
this evidence show, and how confident can we be?”, which is the question a national body actually
needs answered.

The scope question this raises is not a technicality but a choice about purpose. To keep applying
a comparative instrument to evidence that cannot be comparative is to guarantee a stream of
foreseeable null findings, each consuming months of effort by developers, assessors and national
bodies, and each teaching the system that orphan products fail its test. Deciding, instead, where
the instrument's remit ends would spare that effort and stop the framework from reaching for a
conclusion it has no means to earn.

SECTION 08

The Innovation Signal Sent by the First JCA

KEY MESSAGES

* A framework also sends a signal. Every predictable assessment outcome is a message to the
people who decide which medicines to develop, and where to bring them.

* This is where executives look. Framework — predictable outcome — developer behaviour —
investment consequences.

An assessment framework does more than evaluate the products in front of it. It tells the people
deciding which products to build and where to bring them first what kind of evidence will be
rewarded and what will be marked down. That signal is read closely, because the cost of
misreading it is counted in failed launches and stranded capital. The first orphan JCA, precisely
because its outcome was so foreseeable, sent an unusually clear one, and the paper has so far
stopped just before drawing it out.

The chain is short and worth making explicit. A framework that predictably rates single-arm and
indirect evidence as highly uncertain produces a predictable assessment outcome; a predictable
outcome shapes developer behaviour; and developer behaviour determines what is invested in,
and where it launches. The link most discussions omit is the last one: a framework of this kind is
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not only judging medicines but also quietly helping decide which medicines get made and for which
markets. The critical question now is how the JCA report will shape national HTA conclusions and
recommendations compared with the pre-JCA era. A single case does not create a rule, but it does
send a signal that will be closely scrutinised.

Read as a signal, the message is legible. Products with large randomised trials and clear
comparators may be rewarded; they may pass cleanly through the joint layer and reach national
appraisal with a usable assessment. It remains to be seen. Products that can only ever generate
single-arm or small-population evidence, by the nature of their disease rather than any failure of
their developers, are penalised: not because they have been shown not to work, but because the
instrument struggles to draw conclusions with confidence about them. The penalty falls hardest on
exactly the therapies the orphan and advanced-therapy frameworks were created to encourage.

Rational portfolios adapt to such a signal quietly and without announcement. Where two
programmes compete for the same capital, the one whose evidence will read well in Europe gains
an advantage that has nothing to do with clinical merit. At the margin, ultra-rare and single-arm
programmes become harder to justify for the European market; launch sequencing tilts toward
jurisdictions with clearer routes; and some products that would once have come to Europe first
arrive later, or not at all. None of this looks like a dramatic exit. It looks like a slow reweighting that
is almost invisible until it has already happened.

This is the part that should command the attention of anyone responsible for European
competitiveness, not only for health policy. The Regulation was meant to make Europe a more
coherent and more attractive place to launch innovative medicines. A joint layer that consistently
marks down the hardest-to-study therapies may send the wrong signal to the developers Europe
most wants to attract, and once that signal is read, it compounds across investment cycles. Seen
from this angle, the certainty bridge and an orphan-aware methodology are not methodological
niceties. They are instruments of industrial and health policy, and their absence exacts a price
paid outside the assessment room.

The corollary is that the signal can be deliberately and quickly changed. A framework that graded

certainty and reasoned transparently under scarcity would tell developers something quite
different: that evidence-poor innovation will be assessed on its own terms, with its uncertainty
named rather than silently held against it. That is not a softer standard; it is a clearer one, and
clarity is what capital rewards most. The very instrument that today deters the hardest programs
could, with the keystone in place, become a reason to bring them to Europe first. The signal is not
a fixed feature of the Regulation; it is an output of choices that remain open.

This is not an advocacy for a single arm; this is not an advocacy for a double quality standard; this
is not an advocacy for a high price; this is an advocacy for a customised assessment that provides
information to be judged on its merits rather than a void assessment.

It is worth being careful not to overstate the mechanism. No single assessment redirects a global
portfolio, and many forces beyond HTA shape where a medicine is developed and launched. The
claim is narrower and more durable: a predictable, repeated signal shifts incentives at the margin,
and the margin is exactly where portfolio decisions are made. Europe does not need to become
hostile to evidence-poor innovation to fall behind. It needs only to be predictably the harder place
to be assessed.

The JCA cannot resolve these issues on its own. It is one element in a wider debate about Europe’s
attractiveness for innovation, alongside the Pharmaceutical Package, MFN debates, launch
incentives and penalties, and broader economic and geopolitical pressures. Shortening the
timeline from EMA recommendation to regulatory decision would also compress the JCA timetable,
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which is already demanding. Likewise, incentives or penalties intended to promote simultaneous
launches across all EU Member States may be difficult to sustain where GDP and market
conditions differ so widely, and could unintentionally push innovation outside Europe. The question
of EU attractiveness, therefore, extends beyond the JCA and health policy, into economic and
geopolitical strategy. Still, the JCA remains an important building block, and one that non-EU
countries will watch closely.

SECTION 09

What the First JCA Teaches About System Design

KEY MESSAGES

* From case study to principle. The tovorafenib case is the occasion; the lasting value lies in a
handful of lessons about how assessment systems behave independently of assessors.

* All was expected. The first JCA behaved exactly as the Regulation, the Implementing Acts and
the Guidance would lead one to expect.

Lift the analysis clear of tovorafenib, and a few lessons remain that are not about one medicine or
one disease at all, and not about the assessors. This is a system analysis and not an assessors
analysis. They are about how systems of this kind behave when they are asked to turn evidence
into a shared judgement, and they are the part of this work most worth carrying into the next design
decision, in HTA and well beyond it. Five lessons stand out.

Systems produce the outcomes they are designed to produce. The first JCA behaved exactly
as the Regulation, the Implementing Acts and the Guidance would lead one to expect. When an
outcome is foreseeable from the design, it is the design that is doing the work, which means reform
must target the design, not the diligence of the people inside it. Exhorting assessors to do better
will not move a result that the architecture fixes in advance.

Process quality does not guarantee decision usefulness. A process can be followed faithfully,
documented thoroughly and audited cleanly, and still leave the decision-maker without what they
need. Compliance measures whether the rules were obeyed; it cannot measure whether the rules
were right. A system that mistakes the first question for the second will keep producing impeccable
reports that no one can act on, and mistaking their impeccability for success.

Decontextualisation cannot eliminate judgment; it can only hide it. Strip context out in the
name of objectivity, and the judgment does not vanish; it migrates into the unstated assumptions
of whoever reads the report. The only real choice a framework has is whether its judgements are
visible and contestable or invisible and unaccountable. There is no third state in which judgment
is simply absent, however much the design aspires to it.

Managing uncertainty is not the same as assessing certainty. Cataloguing every reason
evidence might be weak is a different act from concluding how far it can be trusted, and the second
cannot be read off from the first. A system that performs the first with great rigour and calls it the
second has stopped one step short of its own purpose, and that final step is precisely where its
usefulness to a decision-maker lives.

Harmonisation without interpretation transfers work rather than removing it. A joint layer that
produces a shared description of uncertainty, but no shared interpretation of it, has not spared the
national systems their hardest task; it has multiplied that task and pushed it out of sight.
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Harmonising the tractable part while leaving the contestable part downstream is more a name than
a reality.

None of these is peculiar to European HTA. They are the standing hazards of any attempt to
convert evidence into a common judgement, and the first JCA happens to illustrate all five at once
with unusual clarity. That is why the case is worth the attention it has received here: not because
it went wrong, but because it went exactly as designed and, in doing so, let us read the design.

SECTION 10

The Strategic Global Vision

KEY MESSAGES

» It worked exactly as designed. No actor failed; the result is what the architecture predicts. That
is both the warning and the opportunity.

* Two trajectories. Harden into a self-validating audit, or mature into a fit-for-purpose instrument.
The roadmap to the second already exists.

Step back, and the most important sentence about the tovorafenib JCA is also the most disarming:
the system worked exactly as designed. The developer submitted what single-arm orphan
evidence allows; the assessors applied the binding methodology rigorously; the guidance was
followed; the governance held. The result is what the architecture predicts. There is no villain to
name — and that is precisely why the case is so revealing. It is both a warning and an opportunity,
leaving the framework at a fork between two trajectories.

In the first, the pattern hardens. Compliance is mistaken for quality when, in truth, it only reflects
the relevance of the processes followed. The joint report becomes harder to use than the
regulator's own assessment of the same product. Developers quietly deprioritise orphan filings in
Europe. And because first cases set defaults, the precedent calcifies into expectation.
Harmonisation, on this path, relocates work rather than removing it: the joint layer speaks mainly
of uncertainty, and each national body still supplies the value, context and analysis the joint report
is forbidden to provide.

In the second, the framework matures. It builds the certainty bridge; it adopts a methodology that
reasons explicitly under unavoidable scarcity rather than penalising it; it restores the third leg of
the EBM tripod by giving patient and clinician input a traceable effect; and it makes reproducibility
a standard. None of this requires abandoning rigour, and most of it requires no new methodology
at all — only that a few currently implicit things be made visible.

If the framework hardens If the framework matures
Process validates itself; compliance is read as quality Certainty graded transparently; quality made visible

Joint layer gives national bodies what they could not

Joint report less useful than the regulator's assessment .
easily produce alone

Orphan-aware reasoning keeps rare-disease innovation

Orphan filings deprioritised in Europe viable

Precedent governed; case-specific marked off from

First-case precedent crystallises by default general
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WHAT SUCCESS WOULD LOOK LIKE IN 2030
If the second trajectory is chosen, a reader returning to the framework in 2030 should be able to see
the difference at a glance:

* Certainty, graded. Every joint report states an explicit, reproducible degree of certainty for each
outcome, with a derivation that the reader can follow.

* An orphan-aware method. Evidence-poor cases are reasoned under scarcity rather than
penalised for it.

* Traceable patient and clinicians' input. What carers and clinicians contribute can be followed to
its effect on scope, comparators and outcomes.

* Fewer national reinterpretations. Member States begin from one shared certainty rather than
reconstructing twenty-seven national ones.

* A report that is used. National appraisers rely on the joint assessment because it answers the
question they actually face.

The key point is that neither path is inevitable. A small number of governance choices will
determine which one the framework follows, and the route to maturity is already available. The
next section identifies the moves that will decide the outcome.

There is another reason not to wait: the first cases can set the pattern for all the others. Once a
way of interpreting the rules is repeated, it can quickly become the norm. If this is left to happen
on its own, the framework will be shaped case by case, without anyone clearly deciding what
should apply only to one case and what should become a general rule. A young system needs that
distinction to be made early, so it does not create rules by accident.

The two paths also do not cost the same. Choosing the better path now, while the system is still
new, would mainly mean making explicit what is already being decided quietly. That is relatively
simple and can mostly be done with the powers already in place. Letting the weaker path become
the norm would cost much more later, once habits are set, disputes have grown, and developers
have adapted their plans. The opportunity to shape the system deliberately is now open, but it will
not remain so forever.

SECTION 11

A Strategic Agenda, Closing the Gap

KEY MESSAGES

* Narrower than it looks. Because the tensions share a transparency root, the agenda is a short
list of governance moves, not a research programme.

* One keystone, then the rest. A transparent step from uncertainty to certainty comes first;
everything else is organised around it.

Many of these problems come from the same source: the framework does not always show how
its key conclusions are made. For that reason, the reform agenda is simpler than the long list of
issues may suggest. This is less a scientific problem than a governance one. The main task is to
make explicit and put on record the reasoning that is currently left implicit. The following section
sets out the main actions needed and who should take them; the detailed roadmap, checklists and
practical tools are developed elsewhere.
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THE KEYSTONE — THE ONE MOVE ABOVE ALL OTHERS

Build a transparent, reproducible step from documented uncertainty to a stated degree of certainty,
best delivered by adopting GRADE or an equivalent validated framework. It closes the EBM gap, gives
national bodies the confidence signal they need, and brings the decisive judgement into the open. It is
a procedural step, not a scientific one, and is already implemented in national HTA and immunisation
settings. Everything else is organised around it.

With the keystone in place, the remaining moves fall into four short lists, grouped by who must
make them. None is a new science; each is a commitment to write down a reasoning step that the
framework now leaves to discretion.

The standard-setter, HTACG and EUnetHTA, with the Commission. Their first task is to create
a clear link between uncertainty and certainty. They should then make the main rules of judgement
easier to see: where scientific assessment ends, and appraisal begins, how much context can be
considered, how far assessors may go, and how patient and expert input is reflected in the report.
They should also develop a method suited to orphan medicines, consider early on whether the
expected evidence can realistically answer the assessment questions, clarify the status of the
guidance, manage the effects of early precedents, and ensure the Regulation can learn from
experience during its scheduled review.

Assessment teams, within today's rules. Assessment teams can already do several useful
things without changing the framework. For each outcome, they can say how confident they are in
the evidence, even in simple narrative terms. When the likely direction of bias is known, they can
present the result with clear limits and cautions instead of excluding it altogether. They can publish
the analysis code and explain exactly what they were able to verify. They can also show how
expert, patient, and carer input affected the assessment, or clearly state when it did not.

Developers. Developers need to act early because key choices cannot easily be fixed later. They
should anticipate the likely scope of the assessment and check, question by question, whether the
expected evidence can realistically answer it. They should identify important confounders early
and collect the key baseline variables from the start. They should also align outcome definitions
with likely comparators, ensure each analysis follows the relevant guidance, and use scientific
consultation to reduce risk, not as a box-ticking exercise.

Member States and the Commission. They should be clear about what the JCA is meant to do
and where its role should stop, especially for single-arm studies and orphan medicines. They
should also prevent the first difficult cases from becoming automatic precedents. The choices
made now should be deliberate, not the result of inattention.

Together, these four lists point to the same goal: the framework should show clearly how it reaches
its conclusions. The agenda is therefore not a large reform programme. It is mainly a shift in
approach from a system in which the most important judgements remain hidden to one in which
they are clearly stated.

The order is important. The first step is to create a clear link between uncertainty and certainty,
because the other changes depend on it. The remaining actions are then grouped by who needs
to act, since an agenda only works if responsibility is clearly assigned.
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Seen in light of the previous section, this agenda is about deliberately choosing the better path
rather than missing it by default. It does not weaken rigour. It simply makes the framework’s most
important decisions visible and understandable.

WHAT WOULD A NATIONAL APPRAISAL COMMITTEE NEED?
To act on a joint report without re-opening the clinical file, a national appraisal committee needs five
things, most of which are today left implicit:

* An explicit certainty grade. A stated high, moderate, low, or very low rating for each outcome,
with a derivation that the reader can follow.

* Aggregated uncertainty, not a catalogue. The many documented limitations combined into one
overall judgement, rather than left as a list to be weighed afresh by each Member State.

* A usable estimate of effect magnitude. How large the effect plausibly is, and over what range,
not only whether it is uncertain.

* The residual assumptions made explicit. What must hold for the estimate to stand, including the
confounders left unadjusted and the overlap and exposure caveats.

* An explicit read on patient relevance. Which patient-important outcomes the evidence can speak
to, and which it cannot.

SECTION 12

What the Next JCAs Should Reveal

KEY MESSAGES

* A thesis worth testing. If the argument here is right, the next orphan assessments should show
a recognisable pattern, and if they do not, the thesis should be revised.

* Predictions about behaviour, not products. These are forecasts about how the system will act,
not about which medicines will pass.

A claim that a result was predictable invites an obvious test: predict the next ones. The aim is not
to forecast which products will succeed; that depends on their evidence, but to forecast how the
system will behave, because it is system behaviour, not any single verdict, that this paper is about.
The predictions below are deliberately falsifiable. If the coming orphan and single-arm
assessments do not show this pattern, the thesis should be weakened accordingly.

IF THE THESIS IS RIGHT, THE NEXT ORPHAN JCAs SHOULD SHOW
Across the next few assessments of evidence-poor technologies, we would expect to see:

* Uncertainty exhaustively documented. Long, careful catalogues of limitation, much as here.

* No explicit certainty grade. The step from documented uncertainty to a stated degree of
confidence still not taken.

* Fragile comparative evidence. Indirect comparisons and small effective samples carrying
whatever conclusions survive.

* Continued divergence risk. National appraisals reach different conclusions from the same joint
report.

* Rising pressure for orphan-specific approaches. Growing calls, from several quarters, for
a method that reasons under scarcity.
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No special prediction tool is needed here. The expectations above follow from how the framework
is built. That is why it is useful to state them before the next cases arrive. If future orphan and
single-arm assessments show the same pattern, the case for a clear certainty step will become
stronger. If they do not, it will mean the framework is adapting faster than expected. In either case,
the debate will move from opinion to evidence.
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CONCLUSION
Conclusion: Template, Not Exception

KEY MESSAGES

* The conformity to expectation is the finding. Until the certainty bridge is built and orphan
evidence is judged on its own terms, tovorafenib is the template, not the exception.

The tovorafenib report should not surprise anyone who understands how the framework was built.
The assessment was conducted carefully, but it relied on a contested set of rules, left the final
conclusion on certainty unstated, and gave limited visible weight to patients and clinicians. In that
sense, the report did exactly what the framework made likely. That is the main finding.

When a process produces an outcome that could be predicted from its design, it is not only judging
the product; it is also showing how the system itself works. This raises two simple questions.
Should medicines based only on single-arm evidence always go through the same comparative
process as medicines that can produce comparative trials? And can the framework be considered
fit for purpose for these cases if it does not clearly say how certain its conclusions are? This paper
does not answer those questions definitively. It argues that they should be discussed openly while
the system is still young enough to change.

This paper is not saying that the assessors made a mistake, that the medicine works, or that
standards should be lowered. The review was careful, and the main weaknesses were in the
evidence package. The point is narrower: a tool designed for one type of evidence was applied to
another, and the result was largely predictable. This is only one case, so it does not prove a general
rule. But it gives an early and unusually clear view of how the new system behaves, which future
assessments will either confirm or correct.

The first orphan JCA should not mainly be remembered for what it said about tovorafenib. It matters
because it showed, earlier than expected, how a new European system works under pressure.
Those operating habits are not fixed. They are choices. And because the precedent is recent, they
can still be chosen deliberately rather than inherited by default.

Until the framework clearly links uncertainty to certainty and assesses orphan evidence on its own
terms, tovorafenib will not be an exception. It will be the model for what comes next. All was
expected. That is why it matters.

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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