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Technical review of tovorafenib JCA-MP-2024-06 — 19th May 2026

TECHNICAL REVIEW

The Tovorafenib Joint Clinical
Assessment

Technical Compliance & Methodology Review

Claim-by-claim, against the binding methodology and the source record. A companion to the
Strategic review.

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

Case -
low-grade glioma
Assessor | Co-assessor NCPE, Ireland (E. Fogarty) / IQWIG, Germany (B. Wieseler)
Legal & methodological Regulation (EU) 2021/2282 (HTAR); Implementing Regulation (EU)
basis 2024/1381; HTACG guidance under Art. 3(7)(d)

Procedural status Report v1.0; submitted 4 June 2026; endorsed by the HTACG 30 April
2026; EC procedural review 19 May 2026
Technical, strong factual claims; the conceptual / governance argument is

Reuieel held in the companion strategic review

Case JCA-MP-2024-06 - Confidential technical review June 2026
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BOTTOM-LINE SUMMARY
Bottom-Line Summary

BOTTOM LINE
Two actors, two verdicts. The report is procedurally compliant and methodologically

defensible, but only partially covers outcomes — one of eight PICOs was assessable, on
a surrogate, at an effective sample size ranging from 5.81 to 14.26.

SECTION 01

Purpose, Scope and Method of This Review

KEY MESSAGES

= Two actors, judged separately. The assessment team (NCPE/IQWIiG) vs the developer’'s dossier —
the distinction governs every finding.

= One benchmark, one standard of proof. Every claim anchored to the source record; measured
against HTACG guidance adopted under Art. 3(7)(d) HTAR.

= Headline verdict. Procedurally compliant and methodologically defensible; only partially compliant in
outcome.

This review evaluates the tovorafenib JCA against the rules that bind it, claim by claim, and against
the source record (the report, the developer’s dossier and appendices, and the factual-accuracy
comment form). Where the companion strategic review asks what the case reveals about the
framework, this document asks the narrower questions: what exactly was done, against which
provision, with what figures, and with what documented effect.

Central thesis. The case requires two actors to be judged separately. The assessment team
conducted the assessment in compliance with — and by actively enforcing — the binding HTACG
methodology. The substantive non-compliances sit in the health technology developer’'s (HTD's)
dossier. The defensible verdict is therefore that the report is procedurally compliant and
methodologically defensible against the guidelines and guidance document endorsed by the
HTACG, but only partially compliant in terms of outcome, because most of the agreed scope could
not be assessed comparatively.

Sources and standard of proof. Every factual claim is anchored to the source record: the JCA
report, the developer’'s dossier (including Appendix B.2 and C.2.4), and the factual-accuracy
comment form. Quantitative claims are reported as they appear; figures that are approximate or
audit-derived are flagged. The binding benchmark throughout is the HTACG guidance under Art.
3(7)(d) HTAR — in particular, the guidelines on quantitative evidence synthesis, the guidance on
outcomes for the JCA, and the guidance on completing the dossier template.
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SECTION 02

Procedural and Structural Compliance

KEY MESSAGES

= All testable procedural requirements are met. Template, scope, stakeholder involvement, and
transparency each check out.

= No procedural non-compliance. The compliance question turns entirely on the substantive
methodology that follows.

On the procedural and structural requirements, the assessment team is compliant with each
testable point:

Requirement Finding

Template Follows the Annex template of Implementing Regulation (EU) 2024/1381 —
general information, scope, information retrieval, study characteristics, risk
of bias, and results.

Scope Set under Article 8(6) HTAR using the PICO framework: eight PICOs across
three populations (full claimed indication; BRAF V600E >1 yr; BRAF fusion /
V600 non-E).

Expert & stakeholder involvement =~ Documented under Articles 8(6) and 11(4): a carer and clinical experts
(NOPHO/SIOP/PanCare) provided input on scope and draft reports;
annexed in Appendix A.

Risk of bias (single-arm) No RoB tables for the uncontrolled FIREFLY-1 / Bouffet studies; assessors
accepted that no validated tool is recommended for the design, while still
appraising validity.

None of these is a point of non-compliance. The compliance question turns entirely on the

substantive methodology, addressed in the sections that follow.

SECTION 03

The Evidence Base and the Indirect-Comparison Problem

KEY MESSAGES

= Unanchored by necessity. Single-arm FIREFLY-1 vs Bouffet 2023 via MAIC/PAIC — no common
comparator, so the design carries inherent bias risk.

= One missing variable can break it. Validity collapses if any unmeasured prognostic variable or effect
modifier differs across populations.

= Fragility is largely structural. A property of a rare paediatric evidence base, not solely a failure of
execution.

The evidence rested on FIREFLY-1, a non-randomised, open-label, single-arm study, with
comparator evidence drawn principally from Bouffet 2023. Because the studies shared no common
comparator, the HTD relied on unanchored matching-adjusted and population-adjusted indirect
comparisons (MAIC/PAIC). The dossier itself acknowledges the structural weaknesses: violation of

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 3



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

the similarity assumption, inability to test consistency, and the requirement to adjust for all mutually
reported prognostic variables and effect modifiers (PVs/EMS).

Unanchored comparisons carry an inherently higher risk of bias than randomised evidence, and
their validity collapses if any unmeasured PV/EM differs across populations. The assessors’
scepticism toward residual confounding, outcome-definition mismatch, small effective sample size
(ESS), and unreliable PFS is therefore aligned with the binding guidance, not in excess of it. The
fragility is a property of the evidence base — much of it structural to a rare paediatric indication —
rather than solely a failure of execution.

Two assumption-level problems are documented. First, the positivity/overlap requirement — an
essential precondition for a valid MAIC — could not be fully assessed, which the report treats as
additional uncertainty on every derived estimate. Second, on safety, differences in drug-exposure
duration could not be adjusted for, and the magnitude or direction of the resulting bias could not be
predicted. Notably, the assessors did not attempt to estimate whether that bias ran for or against the
new intervention or was indeterminate.

The assessors also recorded that the HTD’s identification of PVs/EMs had to be comprehensive
and transparently reported and judged the dossier had not fully met that standard (the HTD contests
this — see Section 5.5). Under an unanchored design, an incomplete PV/EM set is not peripheral: it
is the failure mode to which the method is most sensitive, because any omitted variable that differs
across populations biases the result by an unknown amount. Whether the HTD’s objection is factual
or methodological is itself debatable, raising the tension over where a factual check ends.

SECTION 04

The Collapse of the Assessment Scope (Eight PICOs to One)

KEY MESSAGES

= Eight defined, one assessable. Only PICO 5 produced a comparative result — on a surrogate
(ORR), at ESS = 5.8, using high-grade criteria on a low-grade indication.

= Patient-important outcomes lost. Overall survival, quality of life, symptoms, and fatigue were all
classified as not assessable.

= Enables initiation, not completion. National appraisal can begin without re-opening the clinical file,
but cannot conclude on this evidence alone.

The most consequential outcome is quantitative. Of the eight PICOs in the agreed scope, only one
(PICO 5) ultimately produced a comparative assessment.

PICO |/ population Comparative result Reason

PICOs 1-4 (Pop. 1, full None included No evidence informing these PICOs; no

indication) usable comparator data

PICO 5 Single comparison produced Only matched subpopulation survived;
(RANO-HGG ORR) ESS = 5.8 after weighting

PICO 6 Not produced Single-arm descriptive outcomes only;

“not discussed” as they do not inform
a relative effect

PICO 7 Excluded Insufficient comparator information;
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PICO / population Comparative result Reason

abstract-only comparator excluded;
MAIC inappropriate

PICO 8 Not produced No usable comparator evidence

ORR = objective response rate; RANO = Response Assessment in Neuro-Oncology; HGG/LGG = high-/low-
grade glioma; ESS = effective sample size.

Two features compound the headline. First, the single surviving comparison rests on an ESS
near 5.8 after weighting and applies high-grade response criteria to a low-grade indication — an
exceptionally fragile basis. Second, the usable output is confined to a surrogate (ORR) plus PFS for
one PICO; overall survival, HRQoL, symptoms, and fatigue were all classified as not assessable,
with no comparative synthesis offered.

Consequence for national use. A report that bounds the question, preserves the data trail, and
defers the value judgement lets the national process begin without re-opening the clinical file. But in
a case this evidence-poor, much of what an appraiser needs — single-arm efficacy to drive
a model, a relative estimate for the seven unanswered PICOs, anything on survival or quality of life
— sits in the appended dossier or does not exist as a comparative estimate at all. This is best
understood as meaning that no additional clinical evidence was requested from the developer,
rather than that the available evidence was sufficient for a full appraisal.

This raises a framework question: whether PICO is the appropriate scoping device in all circumstances, and

whether a combination of clinically-driven and evidence-driven PICOs would serve better than a purely policy-
driven set.

SECTION 05

Assessor Conduct: Verification, Recomputation and Exclusion

KEY MESSAGES

= The dossier was not taken at face value. The team independently verified, recomputed, and, where
necessary, excluded some analyses.

= Three invalid analyses were excluded outright. RANO-LGG ORR, shifted-null tests and E-values —
plus enforcement of the abstract-exclusion rule.

= Disputes are genuine and a matter of degree. The direction of the critique is well founded; some
points the HTD reasonably contests.

The assessment team did not accept the dossier at face value; it independently verified,
recomputed and, where necessary, excluded — each step documented and consistent with the
methodology’s expectation of independent verification.

5.1 Recomputation of missing relative effects

The scope requested relative effects for PFS as a dichotomous outcome at 6 and 12 months; the
dossier reported Kaplan-Meier rates per group but not the relative effects. The assessors calculated
them as relative risks (the approach in Appendix C.2.4). Statistical analysis was conducted in R
(v4.5.1); MAIC weighting used the MAIC package (the report notes the HTD provided no reference
for it).
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5.2 Reproduction of the MAIC weighting

The assessors reproduced the MAIC weighting to check the HTD’s figures and surfaced internal
inconsistencies in the weighted outputs — verification of submitted analyses, not generation of new
evidence.

5.3 Exclusion rather than caveated presentation

Where analyses were judged methodologically invalid, the assessors declined to present them at
all. Three exclusions are notable:

Analysis excluded Reason

RANO-LGG ORR (IRC) Clear bias and inappropriate analysis methods; direction of bias identified
as favouring tovorafenib, then the analysis was excluded.

Shifted-null hypothesis testing ORR results not presented; approach judged inadequately pre-specified
and the application flawed.

E-values Concluded to be calculated incorrectly and not reported; naive
comparisons treated as prone to bias.

IRC = independent review committee; RANO-LGG: Response Assessment in Neuro-Oncology criteria for low-
grade gliomas

The assessors also enforced the abstract-exclusion rule against the HTD’s rarity argument,
declining to admit comparator data reported only in abstracts — the behaviour the binding
methodology expects.

5.4 Sensitivity analyses and the proportional-hazards problem

The HTD'’s sensitivity analyses were judged insufficient to characterise the remaining uncertainty.
The variable-selection scenario adjusted only for clinician-ranked median/high-importance
variables — age for ORR; age and prior radiotherapy for PFS — and a further PFS analysis
restricted adjustment to variables univariately associated with PFS. Because these adjust for only
subsets of the primary-analysis variables, the assessors concluded that they remain at risk of
missing PVs/EMs and provide no meaningful sensitivity information.

On PFS, the HTD reported that the proportional-hazards assumption was violated (visually and with
a Grambsch-Therneau p<0.05) and preferred a restricted mean survival time comparison. The
assessors noted that no further detail of the PH assessment was provided, so they could not
appraise it — a documentation gap that prevented verification. The report also cautions that small
ESS and weighting can make a single observation highly influential, and that a smaller ESS
reduction should not be read as greater comparability.

5.5 The documented HTD-assessor disputes (even-handed)

Several assessors’ positions are genuinely contested. The HTD maintains its PV/EM identification
followed the quantitative-evidence-synthesis guideline and resembled the ICEMAN framework, that
only two further Bouffet 2023 variables were available (time since diagnosis, metastatic disease),
and that neither was rated a PV/EM by clinicians; it asks the assessors to name the specific
unadjusted variables. On unmeasured confounding, HTD argues the shifted-null and E-value
analysis was exploratory with no consensus threshold (citing Ades et al. 2020), while conceding
that applying the shifted null to ORR only was not clearly pre-specified.

These are real methodological disagreements — a strict IQWiG-style reading against the HTD’s
pragmatic, small-population reading — not simply the developer conceding fault. The fair
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conclusion: the direction of the assessors’ criticisms is well founded under the binding guidance, but
several are matters of degree the HTD reasonably contests, and several underlying problems (no
individual patient data from the comparator, abstract-only data, very small samples) are structural to
a rare paediatric disease rather than failures of execution.

SECTION 06
Handling of the HTD’s Factual-Accuracy Comments

KEY MESSAGES
= A clear disposition pattern in factual-accuracy comments. ~5 accepted, ~21 rejected as out of
scope, 4 not acted on.

= The real boundary was narrative impact. Not “factual vs interpretive” — corrections that left the
critique intact were absorbed; those that would soften it fell out of scope.

A line-by-line audit of the factual-accuracy comment form shows a clear pattern in the dispositions.

Disposition n Typical content Impact

Accepted / corrected 5* PFS contextual evidence; covariate Discrete, containable; core
statement; R v4.5.1; E-value conclusions intact
“approximate” label; modified RANO-LGG
label

Rejected (outside ~21 Comparator interpretation; Bouffet Challenged the framing;

factual accuracy) design; RANO terms; ORR comparability;  acceptance would have softened
Arm 2 pooling; MAIC vs STC; shifted-null;  the critique
multiplicity

Not acted on (error 4 Prior-radiotherapy adjustment; Table 24 Process-finality rule; some

flagged late) weights; identical weighted-count acknowledged errors retained as
footnote; summary clarification immaterial

* Includes one partial acceptance. Counts are approximate, from the audit of the comment form.

Technical finding. The operative boundary in practice was not “factual versus interpretive.”
Several rejected comments contained checkable factual assertions (e.g., whether Bouffet 2023
used modified RANO-LGG; whether Arm 2 data had been provided). The dividing line was
effectively the comment's impact on the assessment narrative: corrections that left the
methodological critique intact were absorbed; those that would have softened it fell outside scope.
The process therefore protected the assessors’ interpretive architecture from revision at the factual-
accuracy stage.

SECTION 07
Certainty Versus Uncertainty (Quantified)

KEY MESSAGES

= Uncertainty documented, never graded. Limitations are catalogued (uncertainty terms 20 vs
certainty 10) but never converted to a high/moderate/low/very-low rating.

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

= The decisive step is displaced. With no GRADE-style conclusion, conversion to certainty falls on the
national reader — the same evidence can yield different conclusions.

The template requires that “an assessment of the degree of certainty of the relative effectiveness
and relative safety ... shall be performed.” The report documents uncertainty exhaustively but does
not deliver a graded certainty conclusion. A word-level audit is indicative.

Term family Count Note

Uncertainty family (uncertainty 4; uncertainties 14; 20 Most occurrences substantive (limitations of
uncertain 2) relative-effect evidence)

Certainty family (certainty 6; certain 4) 10 Several “certain” occurrences non-

methodological (e.g. “certain AES”)

Counts are case-insensitive, exact-word, from the extracted report text.

Per outcome, the report identifies factors affecting certainty but stops short of a rating: ORR
interpretation is “highly uncertain”; PFS flags an uncertain proportional-hazards assumption,
censoring and causal-interpretation concerns; safety notes that unadjustable exposure-duration
differences may negatively affect certainty. None is converted into a high/moderate/low/very-low
conclusion. The contrast with GRADE is structural.

Element GRADE Tovorafenib JCA report
Starting certainty Explicit, by study design None stated
Domains RoB, inconsistency, indirectness, RoB, residual confounding,

imprecision, publication bias (+ upgrading) comparability, ESS, imprecision,
multiplicity — narrative

Downgrade / upgrade Transparent movement between levels No algorithm visible
Output High / moderate / low / very low No comparable final category
Traceability Reader can follow the derivation Reader sees why uncertain, not how

it becomes a degree of certainty

Consequence. It is operational, not merely presentational. A national appraisal body cannot act on
an inventory of limitations alone; it must decide how much confidence to place in each estimate.
Where the report stops at uncertainty and leaves conversion to certainty unstated, that decisive
step is displaced onto the reader, and the same evidence may support different conclusions in
different jurisdictions for interpretive rather than scientific reasons. Appendix C reinforces the point
by warning that Kaplan-Meier differences should not necessarily be read as causal — a strong
uncertainty signal again left unresolved.

SECTION 08

Evidence-Based-Medicine Compliance (Point by Point)

KEY MESSAGES

= EBM is applied selectively. The internal validity appraisal half is imported; totality of evidence,
certainty grading, and value integration are set aside.
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= The one counter-defence is undemonstrated. The estimand-meaninglessness argument is
principled, but holds only if the mismatch could plausibly reverse the result — not shown.

The report invokes “international standards of evidence-based medicine.” Technically, it applies
EBM selectively: it imports only the internal validity appraisal half while setting aside the totality-of-
evidence, certainty-grading, and value-integration components. The divergence is mapped below.

Point of tension

Purpose

Pivotal single-arm
evidence

Biased / imperfect
analyses

Known direction of bias
Large effects
Evidentiary threshold
Totality of evidence

Outcomes that matter

Certainty rating

What the JCA report does

Estimates relative effect vs payer-
relevant comparators
(pricing/reimbursement)

Excluded; “not discussed”; only
matched subpopulation (n=13; n=9)
survives

Excluded once a limitation is identified

RANO-LGG ORR favouring tovorafenib
- analysis deleted

Only the downgrading considerations
applied

Asymmetric (ESS = 5.8 kept; others
excluded)

Gaps left (INV-assessed RANO-HGG
PFS in both trials not produced)

ORR (surrogate) + PFS for one PICO;
0OS, HRQoL, symptoms not assessable

Narrative “highly uncertain”; no
reproducible instrument

What EBM would do

Defines best therapeutic strategy;
integrates evidence, expertise, and
patient values

Retains it as the best available direct
evidence at very low certainty

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

Use the known direction to test the
worst-case survival of the effect

May upgrade for large effects /
confounding acting against the effect

Single consistent appraisal standard
across analyses

Compute, present, and caveat every
analysis for which data exist

Prioritise patient-important outcomes;
descriptive synthesis where needed

Structured grade (e.g. GRADE
summary of findings)

Consulted and annexed; influence on
PICOs/outcomes not shown

Expertise & patient values Integrate explicitly to select and weight

outcomes

The single counter-illustration the assessors offer — that the modified-RANO-LGG mismatch
makes the target estimand meaningless, a different defect from imprecision — is principled, but
technically it holds only if the mismatch could plausibly reverse the result, which the report does not
demonstrate.

SECTION 09

Expert and Carer Input: Documented but Not Traced

KEY MESSAGES

= Expert and carer input heard procedurally, not visibly integrated. Participation met Art. 8(6)/11(4),
but there is no traceable record of how input shaped PICOs, comparators, or outcomes.

= The cruel symmetry. The outcomes carers flagged as mattering most — quality of life, development,
discontinuation — are exactly those ruled not assessable.
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The HTAR builds patient and clinical-expert participation into the procedure. Article 8(6), second
paragraph, and Article 11(4) require that patients/carers and clinical experts be given the
opportunity to provide input on the scope and on the revised draft reports. The report records that
this occurred, that input was considered before finalisation, and that the material is annexed in
Appendix A.

Participant Identity / affiliation Input provided

Patient / carer One carer Written input on the consolidated scope
proposal, and on the revised draft JCA and
summary reports

Clinical expert Christine Dahl — NOPHO, SIOP, Written input on the scope, during preparation
PanCare of the draft reports, and on the revised drafts

Source: report Table 3 and Appendix A. Involvement under Article 8(6), second paragraph, and Article 11(4)
HTAR.

The carer’'s annexed comments raise concrete, patient-relevant gaps the comparative methodology
leaves unaddressed:

Patient-relevant gap Issue raised

Quality of life No HRQoL results for Population 2 in FIREFLY-1, so none assessed —
described by the carer as a major evidence gap.

Long-term safety Growth inhibition and developmental impacts, central to a paediatric population,
not meaningfully discussed as patient-relevant safety.

Real-world comparators Excluding partial/mixed real-world comparator data limits relevance for families.

Discontinuation & tapering The report does not discuss how treatment is stopped or whether a gradual

reduction is considered.

Equity of access Substantial cross-country variability in access has major implications for families
and is not addressed from an equity perspective.

Most pointedly for compliance, the carer's own general comment records that, although input is
documented in Appendix A.1, the report does not explain how it was considered or whether it
influenced the scope or conclusions. Involvement is documented at the level of participation but not
influence; there is no traceable record of how patient values shaped the eight PICOs, the
comparators, or the outcome set.

This is the third leg of the EBM tripod — patient values and clinical expertise — present in the file but
not demonstrably integrated. It is not a procedural breach: the opportunity was given and the input
annexed. But it is a transparency limitation that compounds the surrogate-only output in Section 4.
The outcomes the carer identified as mattering most — quality of life, neurocognitive and
developmental function, discontinuation — are precisely those classified as not assessable. The
participants most affected were heard procedurally, but had no visible effect on what the
assessment ultimately measured.
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9th May 2026

SECTION 10

Implicit Judgement: The Scientific /| Appraisal Frontier

KEY MESSAGES

= On the right side of the line — but steering. The report issues no value judgement, yet its
exclusions and framing act as a pre-appraisal filter toward an evidence-insufficiency frame.

= “Judgement-free” can only mean value-free. Scientific judgement is unavoidable; the frontier is
crossed only by moving from “unreliable estimate” to “no clinical value.”

The report respects the HTAR prohibition on value judgement: it issues no conclusion on clinical
added value, benefit ranking, place in therapy, or target population. Technically, however, it is not
judgement-free. The permitted/prohibited frontier separates scientific validity judgement
(unavoidable) from appraisal judgement (prohibited), and the report sits squarely on the scientific
side while still shaping downstream appraisal. Concrete, appraisal-shaping decisions include:

* the repeated decision not to discuss single-arm descriptive outcomes for the PICOs
without comparative evidence (the most influential omission);

» framing unanchored ITCs as carrying an “inherently higher risk of bias” and validity
assumptions as “challenging to meet in practice”;

» characterising specific estimates as biased, unreliable, or based on insufficient information,
and the information retrieval as showing “some deficiencies”;

e cautioning that Kaplan-Meier differences “should not necessarily be interpreted as evidence of
causal effects of treatment”;

* rejecting the rarity argument explicitly (“regardless of the rarity of the disease, the information
... is not sufficient”) — value-free, but not neutral in evidentiary impact;

« substituting the assessors’ own contextual judgement on scope where it favoured inclusion,
showing the team was willing to make contextual scientific judgements, not merely to
decontextualise.

Each is defensible as scientific judgement; none crosses into appraisal. The observation is that
“judgement-free” can only mean free of appraisal/value judgement, because scientific judgement is
required throughout, and that these judgements function as a pre-appraisal filter steering the
national reader toward an evidence-insufficiency frame. The frontier would be crossed only by
moving from “this estimate is unreliable” to “the medicine has no or limited clinical value.” The report
stays on the scientific side of that line — but its choices are demonstrably consequential
downstream.

SECTION 11

Legal Fragility: A Tiered Analysis

KEY MESSAGES

= Attack the reasoning, not the science. The strongest grounds target the statement of reasons and
the inconsistent treatment of uncertainty.

= Annulment would likely fail — today. Wide scientific discretion, no orphan-methodology obligation,
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contestable standing.

= The orphan thread is the real liability. Rarity-driven uncertainty appraised like methodological
weakness — a medium-term, system-wide exposure.

Were the assessment to be challenged before the EU courts, the strength of the available grounds
would vary sharply. The technical reading favours arguments that attack the quality of reasoning
over those that attack the science. Avoid challenging the sciences and focus on the quality of
reasoning.

Tier Argument (potential challenges) Basis Strength

1 Failure to consider all relevant circumstances Pfizer (T-13/99); Artegodan Strong
(orphan evidence-generation constraints)

1 Inadequate statement of reasons (why this Art. 296 TFEU Strong
uncertainty is decisive; why one analysis
accepted, another rejected)

1 Inconsistent treatment of uncertainty (no Transparency / consistency Strong-moderate
explicit threshold/framework)

2 Equal treatment of orphan vs non-orphan Art. 20 Charter; Arcelor Moderate
evidence
2 Proportionality (expectations required General principle Moderate

impossible evidence)

2 Legitimate expectations of orphan adaptation — Moderate-weak

3 No orphan methodology - report invalid — Weak

3 Assessors should have accepted the HTD’s — Weak
interpretation

3 Manifest error regarding the MAIC (covariates, — Weak

ESS, censoring)

Defence. Annulment would likely fail. The HTAR creates no clear, unconditional obligation to
develop orphan-specific methodology before assessing orphan products; EU bodies enjoy wide
scientific discretion (review limited to manifest error, misuse of powers and procedural irregularity);
there is no right to a specific methodology; procedural defects must be outcome-relevant; and the
report may not even be a challengeable binding act, since it does not determine price,
reimbursement or market access — a standing point that could be contested in future JCA once the
actual impact of JCA is determined.

Orphan thread. The recurring concern is that, absent orphan-specific methodology, uncertainty
driven by rarity (small populations, ethical and feasibility constraints on randomisation) is appraised
on the same footing as uncertainty from methodological weakness — a possible structural
disadvantage for orphan products that the framework does not currently distinguish, and that could
over the medium term become a serious liability for all orphan-drug assessments.
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SECTION 12

Technical Learnings and Recommendations

KEY MESSAGES

= Stop the “eight defined, one assessable” pattern. Screen each PICO on feasibility at scoping; treat
ESS as a primary risk metric with explicit bands.

= Build the evidence in earlier. Mandate a minimum covariate set in future studies and use Joint
Scientific Consultation as risk mitigation.

= Make disputes and certainty auditable. Add a methodological-disagreement review category and
a structured uncertainty-to-certainty framework.

The case yields concrete, testable recommendations for the next phase of JCA practice.

Recommendation What it does

Evidence-feasibility matrix at Test each candidate PICO on four axes — clinical relevance, evidence
scoping feasibility, data availability, outcome compatibility — to avoid “eight defined,
one assessable.”

ESS interpretation framework Treat the effective sample size as a primary risk metric, with explicit bands
(below).
Minimum JCA covariate set Age, sex, performance status, disease duration, line of therapy, prior

surgery/radiotherapy, molecular subtype, tumour burden — reported as
standard baseline tables to prevent irrecoverable PV/EM loss.

Methodological-disagreement A third factual-accuracy category, with assessor, co-assessor, and expert-
review panel responses, so disputes between fact and interpretation become
auditable and published.

Uncertainty-to-certainty Distinguish “unavailable / uncertain / weak / moderately reliable” so
framework a conservative default does not read as “evidence not suitable” where
meaningful signals exist.

Use Joint Scientific This case had no JSC; comparator feasibility, covariate reporting, and
Consultation outcome alignment could have been identified earlier.

Indicative ESS risk bands

Effective sample size (ESS) Suggested interpretation

>50 Acceptable

20-50 Caution

10-20 Major uncertainty
<10 Exploratory only

Indicative framework proposed in the project learnings; the single surviving PICO 5 comparison fell at ESS = 5.8
— i.e., “exploratory only.”
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SECTION 13

Bottom-Line Technical Conclusion

Dimension Verdict Basis

Procedural / structural Compliant Template, scope, stakeholder involvement,

(assessors) transparency all met

Methodological conduct Compliant / exemplary Independent verification, recomputation, guidance-

(assessors) aligned exclusions

Outcome completeness Poor 1 of 8 PICOs assessable; surrogate-only output;
OS/HRQoL not assessable

Certainty reporting Gap Uncertainty documented; no graded certainty
conclusion

EBM alignment Selective Internal-validity half applied; totality / grading /
values set aside

Expert / carer input Documented, not traced Participation per Art. 8(6)/11(4); influence on
PICOs and outcomes not shown

Legal robustness Questionable Strongest challenge targets reasoning, not science;
standing remains to be seen

HTD dossier Multiple non- Unanchored ITC weaknesses, PV/EM gaps, flawed

compliances sensitivity analyses — inherent to single-arm

evidence

In sum. The tovorafenib JCA is procedurally compliant and methodologically defensible, and the
assessment team’s own conduct is rigorous and largely exemplary. It only partially covers
outcomes, because most PICOs and several patient-important outcomes could not be assessed
comparatively, and the surviving comparative evidence rests on fragile, non-randomised,
unanchored indirect comparisons. The non-compliances are located in the developer’'s evidence
package; the principal gap in the report itself is the absence of an explicit, reproducible link from
documented uncertainty to a stated degree of certainty.

More fundamentally, the case raises the question of whether the JCA framework, as currently
shaped by its methodological documents, is fit for purpose for products supported only by single-
arm trials. If the outcome is effectively foreseeable before the assessment begins, the process risks
validating itself rather than fully performing its evaluative function.

This report was checked for spelling, punctuation and grammar by Grammarly; editing was supported by an LLM.
The content is original and produced by the authors.
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Contact

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

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