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STRATEGIC SYNTHESIS · POLICY, GOVERNANCE AND LAW 

The First Orphan Joint Clinical Assessment 

A Stress Test of the European HTA Governance Model 

Lessons for Policy, Regulation and Institutional Design 

Case study: Joint Clinical Assessment of tovorafenib (Ojemda®), an orphan medicinal product for 
paediatric low-grade glioma, under Regulation (EU) 2021/2282. This synthesis integrates four companion 
analyses, a strategic review, a claim-by-claim technical review, an operational directional roadmap and a 
strategic synthesis. 

Executive Summary 

MAIN FINDING 

The first orphan Joint Clinical Assessment (JCA) produced almost exactly the result that the design of 

the EU Health Technology Assessment Regulation (HTAR) would predict. The assessment was 

procedurally compliant and methodologically defensible; yet of the eight assessment questions agreed 

at scoping, only one yielded a comparative answer, on a surrogate endpoint, at an effective sample size 

of roughly 5.8. Two actors must be judged separately, and they converge on one keystone: the report 

documents uncertainty exhaustively but never converts it into a stated degree of certainty. 

 

This synthesis treats tovorafenib not as a verdict on a medicine but as a natural experiment on an 

institution. The JCA met an orphan drug supported by a single-arm pivotal study, a conditional 

marketing authorisation and no common comparator — the hardest edge a comparative-

effectiveness framework can be asked to evaluate. New systems are revealed by their edge cases, 

and the framework here behaved as built, rather than by habit, which it had not yet acquired. The 

case is therefore diagnostic. 

The system is operationally functional, procedurally robust and methodologically rigorous. The 

strategic question is whether the current governance architecture remains fit for purpose once 

evidence-generation constraints are structural rather than avoidable. Four governance tensions 

recur, most of them projections of one omission; and the deepest of them is also a legal one, 

because the Regulation itself requires the certainty step the report does not take. The policy 

challenge facing the European Commission, the HTA Coordination Group (HTACG) and Member 

States is no longer implementation; it is institutional maturation. 

Dimension Verdict Basis 

Procedural/structural 
(assessors) 

Compliant Template, scope, stakeholder involvement and 
transparency all met 

Methodological conduct 
(assessors) 

Exemplary Independent verification, recomputation, guidance-
aligned exclusions 

Outcome completeness Poor 1 of 8 PICOs assessable; surrogate ORR; ESS ≈ 
5.8; OS/HRQoL not assessable 

Certainty reporting Gap Uncertainty documented; no graded certainty 
conclusion 

Developer dossier Non-compliant Unanchored indirect-comparison weaknesses, 
covariate gaps, flawed sensitivity analyses — 
largely structural to single-arm orphan evidence 

Two actors, one keystone: the assessment team’s conduct was rigorous; the substantive non-compliances sat in the 
developer’s dossier; the single systemic gap is the report’s own. 

 

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


A  S t r e s s  T e s t  o f  t h e  E u r o p e a n  H T A  G o v e r n a n c e  M o d e l  

    

  
 

Mondher Toumi, Anna Kapuśniak & Clever-Access Team — your professional partner for JCA & JSC 

Clever-Access – To make the difference, let's be clever together! | Homepage - MAS Page 4 

1. Tovorafenib as a Governance Stress Test 
What happens when a European assessment framework designed for comparative evidence 

encounters evidence that is inherently non-comparative? Tovorafenib treats a rare paediatric 

cancer, was approved for patients under a conditional authorisation, and was supported principally 

by a non-randomised, single-arm study (FIREFLY-1), with comparator evidence drawn mainly from 

a published cohort (Bouffet 2023) via unanchored indirect comparisons. The assessment quickly 

ceased to be a review of a medicine and became an examination of whether valid comparative 

evidence could be generated at all. 

Edge cases reveal institutional design. The importance of tovorafenib lies less in the molecule than 

in the governance model it exposes: a mature system is judged by its median performance; a new 

one, by its margins, because margins are where unwritten assumptions become visible. Whatever 

the framework did here, it did so because of its construction. The appropriate posture is therefore 

curiosity about the system rather than judgement of the product — the review was careful, and the 

governance held. 

First cases carry disproportionate institutional and legal weight. Early JCAs are liable to become 

de facto precedents before any jurisprudence or formal guidance revision emerges. How a 

scope is allowed to collapse, how single-arm evidence is treated, and how uncertainty is left 

ungraded today become the defaults that later assessments inherit, and the expectations against 

which developers design portfolios. To read the first orphan JCA closely now is to study the 

template while it is still soft enough to reshape. 

2. The Success Story That Should Not Be Forgotten 
Any credible critique must first acknowledge where the system plainly works; otherwise, it will be 

dismissed as anti-JCA. For the large class of products that arrive with robust, randomised, 

comparative evidence and a clear common comparator, the joint assessment does real, non-

duplicative work and does it well. The objective is not to challenge the HTAR architecture but to 

identify where refinement may be needed at its evidence-poor frontier. 

On the testable requirements, the framework performed: 

• Common method. A common methodology was applied consistently, following the Annex 

template of Implementing Regulation (EU) 2024/1381. 

• Joint assessment. A single joint assessment replaced duplicated national clinical reviews for 

the questions it could answer. 

• Transparency. The data trail, exclusions and reasoning were documented and auditable. 

• National appraisal preserved. Value-laden questions of price and place in therapy were left, 

as the Treaties require, to the Member States. 

• Stakeholder access. Patients, a carer and clinical experts were given a formal route into 

scoping and a draft review under Articles 8(6) and 11(4) of the HTAR. 

These are not incidental wins; they track the Regulation’s own objectives. Its recitals frame JCA 

as a way to reduce duplication of national reviews, increase predictability for developers, support 

innovation, and deliver timely, high-quality assessments on which Member States can rely. On 

each, the tovorafenib assessment was performed, and none of the above constitutes a point of 

non-compliance. The difficulty tovorafenib exposes is not that any objective was mistaken, but that 

a framework calibrated for the median case is applied, unchanged, to a growing tail it cannot meet 

— and it is the same recital promise of high-quality, decision-ready assessment that makes the 

missing certainty step matter. A critique aimed at that tail is not a verdict on the median. 
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3. The Structural Challenge of Rare-Disease Assessment 
The assessment ran without any orphan-specific methodology. The legal weight of this should not 

be overstated — the HTAR neither prohibits assessing orphan products before such guidance 

exists nor requires a tailored method as a precondition — so the absence is unlikely, on its own, 

to invalidate the assessment. The methodological weight is another matter. 

The limitations the report identifies — absence of randomised evidence, no 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 product of 

arithmetic rather than negligence: 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 

a comparative standard it structurally cannot meet does not merely report uncertainty; it risks 

systematically discounting an entire class of medicines for being what they unavoidably are. 

This is not merely a methodological issue; it is an innovation-policy issue. The governance question 

is whether a single common framework can simultaneously accommodate common diseases, 

precision medicine, orphan medicines and advanced therapies under identical evidentiary 

expectations — or whether a common methodology for uncommon diseases is a category error 

waiting to be named. There is a sharp irony in the case: a regulator, weighing the same evidence 

in context and in dialogue with the developer, judged it sufficient to grant conditional access; the 

JCA, taking the identical evidence 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. 

4. Four Governance Tensions Revealed by Tovorafenib 
Beneath a compliant outcome lie four structural tensions that will outlast this case. They are 

governance tensions, not mere methodological paradoxes, because each concerns who decides, 

on what record, and with what accountability. 

Tension 1 — Assessment versus interpretation 
The system documents uncertainty in exhaustive detail but does not translate it into an explicit 

conclusion about confidence. It records why the evidence is uncertain without stating how much it 

can be trusted. 

Tension 2 — Harmonisation versus national autonomy 
Assessment is harmonised at the European level; appraisal remains national. When the joint layer 

speaks mainly to uncertainty, a common report may still require divergent national interpretations, 

thereby shifting work downstream rather than removing it. 

Tension 3 — Participation versus demonstrable influence 
Patients and clinicians were genuinely heard, and their input was taken into account. Yet the report 

never shows how that input shaped the questions, comparators or outcomes — and the concerns 

they raised (quality of life, long-term developmental effects, treatment discontinuation, equity of 

access between countries) are almost exactly those the assessment classified as not assessable. 

An influence that cannot be demonstrated is, for audit purposes, indistinguishable from one that 

never occurred. 

Tension 4 — Assessment versus evidence generation 
The Regulation assumes a division of labour: developers generate evidence, and assessors 

evaluate it. In practice, the assessors recomputed missing relative effects and reproduced the 

indirect-comparison weighting themselves. This is better read as rigorous verification than as drift 

into evidence generation, but it raises a constitutional question for the new system — where 
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legitimate assessment ends and substitution for the developer begins, and whose numbers are on 

the record — that the Regulation and current guidance do not yet address. 

Critically, the scope itself collapsed. The table below records the outcome that the rest of the 

analysis seeks to explain. 

 

PICO/population Comparative result Reason 

PICOs 1–4 (full 
indication) 

None included No usable comparator data informs these 
questions 

PICO 5 One comparison produced 
(surrogate ORR) 

Only matched subpopulation survived; 
effective sample size ≈5.8 after weighting; 
high-grade response criteria applied to 
a low-grade indication 

PICO 6 Not produced Single-arm descriptive outcomes do not 
inform a relative effect 

PICO 7 Excluded Insufficient comparator information; 
abstract-only data excluded 

PICO 8 Not produced No usable comparator evidence 

Eight questions defined; one assessable, on a surrogate, at an effective sample size near 5.8. Overall survival, health-
related quality of life, symptoms and fatigue were all classified as not assessable. 

5. The Missing Institutional Function: From Uncertainty to 
Decision-Relevant Knowledge 
This is the intellectual centrepiece. The framework reliably performs three functions: evidence 

collection, evidence assessment and uncertainty documentation. A fourth function remains largely 

absent — explicit assessment of certainty. 

The contrast with a structured instrument such as GRADE is exact. GRADE sets 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 

catalogues residual confounding, imprecision, indirectness, and outcome heterogeneity, and stops 

at language such as “highly uncertain”; the step to a graded conclusion is never documented. A 

word-level audit of the report is indicative: terms from the uncertainty family outnumber the 

certainty family roughly two to one, and the certainty references are frequently non-methodological. 

The consequence is operational, not presentational. A national appraisal body cannot act on an 

inventory of limitations alone; it must decide how much those limitations matter. When the joint 

report rejects that judgment, it does not avoid it — it invisibly delegates it to each Member State. 

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 

built to harmonise will, on this one step, quietly de-harmonise: the hardest interpretive work, meant 

to be done once and centrally, is instead done up to twenty-seven times, nationally and behind 

closed doors. 

ONE OMISSION, FOUR FACES 

The four tensions of Section 4 are not independent findings. The selective use of evidence-based 

medicine, the uncertainty-without-certainty gap, the migration of judgment into the implicit, and the 

untraced patient voice are projections of a single structural choice: the report explains why the evidence 

is uncertain but never grades how far it can be trusted. Close that one step — a transparent, 
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reproducible link from documented uncertainty to a stated degree of certainty — and all four ease at 

once. 

 

The barrier is not the tool but the framework’s restraint on structured judgment. Validated certainty 

instruments already operate, several inside the EU: GRADE is embedded in Cochrane, NICE and 

WHO practice and is reported to be applied across HTA dossiers in settings such as Italy and by 

national immunisation advisory groups; CINeMA extends it to evidence networks; ROBINS-I feeds 

into it for non-randomised studies; and IQWiG’s own proof/indication/hint scheme shows that an 

interoperable alternative already exists. The clearest illustration of the restraint is the treatment of 

harms. Declining to weigh adverse events is not neutral: it is an objective clinical fact, not a value 

judgement, that a fatal event and transient nausea cannot be treated as equivalent. Prohibiting 

explicit weighting does not remove the ranking; it forces it into each reader's mind, unreported. The 

remedy is procedural, not scientific: a framework already willing to catalogue uncertainty in 

exhaustive detail is only one step away from grading it. Stating certainty is a scientific judgement 

about the strength of the evidence; it does not say whether that strength justifies reimbursement, 

which remains a matter for Member States. Grading certainty would therefore not weaken the 

framework’s restraint — it would let the framework do what it was built to do. 

6. The Emerging Political Economy of Orphan Assessment 
An assessment framework does more than evaluate products; it signals to those deciding which 

products to develop and where to launch them first what kind of evidence will be rewarded. What 

signal does the first orphan JCA send to innovators? Because its outcome was so foreseeable, it 

sends an unusually clear signal. Regulatory approval and JCA success pose different evidential 

challenges: approval asks whether the benefit outweighs the risk, while the JCA asks whether the 

relative effect can be estimated with certainty and transparency — so comparative evidence is 

becoming a strategic capability, not a submission-stage deliverable. 

The chain is short. 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. Products that can 

only ever generate single-arm or small-population evidence — by the nature of their disease, not 

any failure of diligence — are penalised, not because they have been shown not to work, but 

because the instrument struggles to draw confident conclusions about them. The penalty falls 

hardest on exactly the therapies that orphan and advanced-therapy policies were created to 

encourage. 

The predicament generalises. Gene therapies and other advanced-therapy medicinal products, 

approvals for ultra-rare diseases, tissue-agnostic oncology approvals and biomarker-defined 

therapies for small, fragmented populations will, by the nature of their science, very often arrive 

with single-arm cohorts, external controls and no clean common comparator. Tovorafenib is not 

an outlier at the edge of the system; it is the first clearly visible instance of what the system will 

increasingly be asked to do — a prototype of its median future. 

This has a competitive dimension that extends beyond health policy. Rational portfolios reweight 

quietly: when two programmes compete for capital, the one whose evidence reads well in Europe 

gains an advantage unrelated to clinical merit, and some products arrive in Europe later, or not at 

all. The claim is deliberately narrow and durable: no single assessment redirects a global portfolio, 

but a predictable, repeated signal shifts incentives at the margin, and the margin is where portfolio 

decisions are made. The corollary is that the signal can be changed deliberately. A framework that 

grades certainty and reasons transparently under scarcity would tell developers that evidence-poor 

innovation will be judged on its merits, with its uncertainty named rather than silently held against 
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it — not a softer standard, but a clearer one. The JCA cannot resolve Europe’s attractiveness 

alone; it sits alongside the Pharmaceutical Package, launch incentives and wider economic and 

geopolitical pressures, but it is an important building block that non-EU observers will watch 

closely. 

7. The Governance Question Behind Tovorafenib 
What is the constitutional role of the JCA — assessment, scientific arbitration, evidence 

certification, or decision support? The Regulation deliberately separates assessment from 

appraisal: a JCA report should remain factual and avoid conclusions about clinical added value, 

place in therapy, or reimbursement. The tovorafenib report respects that limit; it issues no value 

judgement. Yet it is replete with scientific judgement — rejecting analyses, identifying bias, 

weighing confounding — and its exclusions and framing function as a pre-appraisal filter that steers 

the national reader towards an evidence-insufficiency frame. The report is appraisal-free but not 

judgment-free, and the boundary between assessment and appraisal is less clear in practice than 

in legislation. 

One provision crystallises the governance question. Article 9(1) HTAR provides that JCA reports 

“shall not contain any value judgement or conclusions on the overall clinical added value of the 

assessed health technology and shall be limited to a description of the scientific analysis” of (a) 

the relative effects of the technology on the chosen health outcomes and (b) “the degree of 

certainty of the relative effects, taking into account the strengths and limitations of the available 

evidence”. The provision does two things at once: it forecloses valuation and calls for a description 

of the degree of certainty. The tovorafenib report satisfies the first limb and documents the 

strengths and limitations of the evidence at length — but it never converts that documentation into 

an explicit, graded statement of the degree of certainty. Completing that second limb is the single 

most useful refinement the framework could make: not as a legal nicety, but because it is the step 

on which the report’s usefulness to national readers depends. 

Two further legal observations follow. First, compliance is not a guarantee of quality. Treating strict 

compliance with the HTACG guidance as proof of quality presumes the guidance is complete and 

correct; it is neither, having been criticised for an over-conservative stance on assumption 

violations, limited endorsement of population-adjusted and Bayesian methods, and the absence of 

an endorsed certainty-grading tool. Compliance is necessary but not sufficient. Second, the 

normative status of the guidance needs to be clarified. The HTACG issues guidelines (apparently 

to be applied in full), guidance documents (direction, with justified departure acceptable), and 

guiding principles (read as prescriptive, yet without a clear legal basis); their typology, opposability, 

and the recourse attaching to each are unsettled. On one reading, the guidance binds the 

assessors but not the developer directly, so assessors cannot impose it and can only record the 

consequences of any departure. Even setting the methodology documents aside, assessors may 

make any request provided it respects the Charter of Fundamental Rights and the principles of 

reasonableness and proportionality. 

It is tempting to read these tensions as the seeds of a legal challenge. For a system at this stage 

of its life, that framing is largely a distraction. The tovorafenib report determines neither price, 

reimbursement nor market access; Member States need only give it “due consideration” and may 

still reach their own conclusions on added value. It is therefore doubtful that the report is even 

a challengeable binding act — and the institutions enjoy wide scientific discretion in any event. The 

productive question is not whether tovorafenib could be annulled, but what the HTACG, the 

Commission and the Member States should clarify, ideally before the Article 31 review, so that the 

next orphan assessment is better than the first. Four areas stand out. 
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• Clarification 1: How should unavoidable uncertainty be handled? Distinguish uncertainty 

driven by rarity, which no further evidence will ever resolve (ontic), from avoidable 

methodological weakness (epistemic), and grade it rather than exclude it by default. 

• Clarification 2: Where does assessment end and interpretation begin? Mark, on the 

record, where verification of the developer’s analyses gives way to the generation of new 

analyses, and where scientific judgement is exercised, so that the line the Regulation draws in 

principle is visible in practice. 

•  Clarification 3: How should certainty be communicated? Adopt a transparent, 

reproducible step from documented uncertainty to a stated degree of certainty, the second limb 

of Article 9(1) — using GRADE or an equivalent validated instrument, so that national bodies 

receive a confidence signal rather than an inventory of caveats. 

•  Clarification 4: What role should orphan-specific methodologies play? Decide whether 

evidence-poor indications should meet the same comparative expectations as data-rich ones, 

and how rarity should be reflected in both the method and the certainty grade. 

Running through all four is one durable, system-level concern: in the absence of an orphan-aware 

method, uncertainty driven by rarity is treated on the same footing as uncertainty arising from 

methodological weakness. That is the orphan thread, less a flaw in the tovorafenib report than a 

question the framework must answer as advanced therapies and ultra-rare indications become its 

routine business. For readers who want the narrower legal grounds on which an assessment of 

this kind could, in principle, be tested, those are set out compactly in the Appendix. 

8. Strategic Reform Agenda 
Because several tensions share a transparency root, the agenda is narrower than the catalogue 

of problems suggests: less a research programme than a small set of governance commitments 

to make explicit and put on record the reasoning currently left to discretion. The keystone comes 

first because the rest depend on it. An operational companion translates these into developer and 

assessor playbooks and readiness tools; the priorities below are the strategic moves that govern 

them. 

1. Priority 1 — Build a transparent, reproducible step from documented uncertainty to a 

stated degree of certainty, best achieved by adopting GRADE or an equivalent validated 

instrument, with explicit principles for how multiple uncertainties aggregate. This is the 

keystone: it closes the evidence-based medicine gap, gives national bodies the confidence 

signal they need, and brings the decisive judgement into the open. 

2. Priority 2 — Develop orphan-specific methodological guidance that reasons explicitly 

about unavoidable scarcity rather than penalising it — treating a small effective sample as 

a quantified, gradable limitation, grading the certainty of indirect comparisons rather than 

excluding them by default, and using a known direction of bias to test whether an effect 

survives the worst-case scenario. 

3. Priority 3 — Introduce evidence-feasibility testing during scoping, screening each 

candidate question for clinical relevance, evidence feasibility, data availability and outcome 

compatibility, so that future scopes do not promise far more than the evidence can support. 

4. Priority 4 — Clarify the framework’s implicit conceptual boundaries — between scientific 

and appraisal judgement, the limits of decontextualisation, and a formal assessor-

intervention framework specifying what may be verified, reproduced, or newly generated 

— and make reproducibility, including published analysis code, a core reporting standard. 

5. Priority 5 — Increase the traceability of stakeholder influence by maintaining a concise, 

honest record of how patient and clinician input shaped — or did not shape — the scope, 
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comparators and outcomes, and ensure this is done early enough to shape questions 

rather than merely to comment on settled answers. 

6. Priority 6 — Clarify the typology, opposability and legal status of HTACG instruments 

(guidelines, guidance documents and guiding principles), and require reasoned, published 

dispositions on factual accuracy, so that disputes between fact and interpretation are 

auditable. 

7. Priority 7 — Manage the precedent effect by marking, in each report, what is case-specific 

and what is intended as general precedent, and by establishing a performance and 

learning framework to inform the Regulation’s scheduled Article 31 review. 

Conclusion: Tovorafenib and the Future of European HTA 
The first orphan JCA should not be remembered for assessing tovorafenib. It should be 

remembered for revealing the institutional choices embedded in the new European HTA system. 

The central lesson is not that the framework failed; it is that the framework performed exactly as 

designed. The assessment was careful, the governance held, and the substantive weaknesses lay 

in the evidence package — some unavoidable, given what a rare paediatric cancer can yield. 

The question now facing the Commission, the HTACG and Member States is whether those design 

choices remain optimal as European HTA increasingly encounters orphan medicines, advanced 

therapies and precision medicine. Two questions deserve open debate while the system is still 

young enough to change: whether products supported only by single-arm evidence should 

systematically undergo the same comparative process designed for products that can generate 

comparative data; and whether the framework can be considered fit for purpose in such cases, 

given that it does not state how certain its conclusions are, a question the Regulation’s own Article 

9(1) makes pressing. The next phase of EU HTA is therefore unlikely to be about implementation. 

It will be about institutional adaptation, governance, subsidiarity, harmonisation, legitimacy, 

regulatory learning and orphan-drug policy under Regulation (EU) 2021/2282, with the Article 31 

review the natural moment to absorb the lessons. Until the framework links uncertainty to certainty 

and judges orphan evidence on its own terms, tovorafenib will not be an exception. It will be the 

template. All was expected, and that is precisely why it matters. 
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Appendix — Legal grounds, in brief (for specialist readers) 
These notes are for readers interested in EU administrative law; the strategic argument above 

does not depend on them. Setting aside the threshold question of whether a report given only “due 

consideration” is a challengeable act, the grounds on which an assessment of this kind could, in 

principle, be tested vary in strength. Arguments that address the quality and consistency of the 

reasoning are stronger than those that attack the science. 

 

Ground/legal basis Indicative strength 

Inadequate statement of reasons — why an uncertainty is decisive; why 
one analysis was accepted, and a comparable one rejected (Art. 296 
TFEU) 

Stronger 

Failure to base a complex scientific assessment on a thorough review of 
all relevant circumstances, including orphan evidence-generation 
constraints; review for manifest error (Artegodan; Pfizer, T-13/99) 

Stronger 

Inconsistent treatment of uncertainty across analyses, with no explicit 
threshold 

Moderate 

Unequal treatment of orphan vs non-orphan evidence (Art. 20 Charter; 
Arcelor) 

Weaker 

“No orphan methodology, therefore invalid”; manifest error in the indirect 
comparison 

Weakest 

Indicative only; the authors’ doctrinal reading, not a prediction of any proceeding. 

Two cautions. The equal-treatment argument (Article 20 of the Charter; Arcelor, C-127/07) is 

weaker than it first appears, because orphan and non-orphan evidence are arguably not 

comparable; it is better read as a policy concern than as a litigation ground, and Arcelor is the most 

readily dispensable authority here. Precise paragraph citations for Pfizer (T-13/99, [2002] ECR II-

3305) and Artegodan (Joined Cases T-74/00 and others, [2002] ECR II-4945) should be added 

before any of this is relied on in formal legal writing. 
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