


26 May 2026

Dr Mark Chakravarty
Vice Chair and Lead Non-Executive Director for Appeals 
National Institute for Health and Care Excellence
2nd Floor
2 Redman Place
London E20 1JQ

Dear Dr Chakravarty,
Company response to NICE scrutiny letter for appeal against the final draft guidance (FDG) document for cabozantinib for treating advanced neuroendocrine tumours (NETs) that have progressed after systemic treatment (ID6474)

Thank you for your initial scrutiny letter dated 11 May 2026, in which you set out your preliminary views regarding the admissibility of the appeal points proposed by Ipsen Limited (“the Company”) in the Company Appeal Letter submitted on 30 April 2026. We now respond to your preliminary views of our appeal, addressing those points which you suggest, following initial review, may not constitute valid points of appeal to be referred to the Appeal Panel for hearing. For the avoidance of doubt, we provide no further submissions in relation to those points of appeal which you agree should proceed to a hearing (1(a).2, 2.2, 2.3, and 2.4).
Appeal point 1(a).1: The Appraisal Committee’s conclusion on overall survival (OS) in the epNET population is not aligned to past precedent from NICE NET appraisals where an OS benefit was recognised despite a non-significant treatment effect
The Company does not agree that there is “no arguable procedural unfairness” under appeal point 1(a).1. In our view, there is a clearly arguable and indeed compelling procedural unfairness point here. 
As noted in our appeal letter, previous Appeal Panels have established that Appraisal Committees “should ensure, as far as possible, that their judgements regarding the cost-effective use of NHS resources are consistently applied between appraisals” [see the Appeal Panel’s decision in the appraisal of pembrolizumab for treating locally advanced or metastatic urothelial carcinoma (TA692), 23 June 2020].[footnoteRef:2] Where the subject matter of two appraisals is “sufficiently similar,” Appeal Panels have held that a “meaningful expectation of consistency” applies. Amongst other things, this requires that “substantial changes from [the] approach in similar appraisals would need to be clearly justified” (emphasis added). Whilst the Appraisal Committee has attempted to provide an explanation for its stark (and, in our view, unfair) departure from precedent in this appraisal, the mere attempt at providing such justification in Section 3.8 of the FDG does not satisfy NICE’s procedural obligation to provide robust, transparent and substantiated reasoning for departing from precedent.  [2:  NICE, Appeal decision (TA692), 2020. Found at: https://www.nice.org.uk/guidance/ta692/documents/appeal-decision ] 

As the scrutineer notes, the Appraisal Committee suggests that there are factual differences between this appraisal and previous appraisals. The Appraisal Committee comments that: “In previous NICE evaluations in which clinical effectiveness and a positive association between progression-free survival and overall survival was assumed, the data available showed a non-significant numerically positive association favouring the evaluated technology in the preferred base case. In this evaluation, at least some of the possible HRs numerically favoured best supportive care.” 
However, these vague comments fail to demonstrate a sufficiently substantive difference between the appraisal at hand and the evaluation of everolimus and sunitinib (TA449) – the appraisal to which we referred in our appeal letter, in which the Appraisal Committee made a recommendation despite non-significant OS results – to explain such a radical change in approach.[footnoteRef:3] Although Section 3.8 of the FDG provides some limited further detail on this point, the Appraisal Committee has not “clearly justified” taking an approach in this appraisal that markedly contrasts with the precedent set in TA449 regarding the association between progression-free survival (PFS) and OS. In the cases of cabozantinib (ID6474), sunitinib and everolimus (both TA449) interventions demonstrated strong PFS in clinical trials. However, in all cases, due to the well documented challenge of demonstrating OS in NETs trials, results were confounded by high levels of crossover which resulted in the data failing to demonstrate statistically significant OS improvements versus placebo with confidence intervals that spanned 1 (Company Appeal Letter, Table 3). [3:  National Institute for Health and Care Excellence (NICE). Everolimus and sunitinib for treating unresectable or metastatic neuroendocrine tumours in people with progressive disease (TA449).] 

Moreover, NICE’s duties under public law require that it provide intelligent and intelligible justification for its conclusions, based on a thorough and systematic review of all available relevant evidence. In other words, decision-makers such as NICE must provide clear, transparent and intelligent rationale in support of their decisions. NICE must comply with these obligations in substance, not only in form. As such, it is not sufficient for an Appraisal Committee to simply state or allude to the fact it has considered the applicability of precedent approaches – it must clearly demonstrate that it has complied with its obligations and performed a proper and adequate assessment as to the similarity between the appraisal at hand and any relevant prior appraisals, and provide a rigorous explanation for its chosen approach. Where the Appraisal Committee chooses to drastically depart from a precedent set in a similar, recent appraisal, as is the case here, this would require a particularly robust and thorough justification. The Appraisal Committee’s comments fail to provide such a justification. In these circumstances, the Appraisal Committee’s outright conclusion that there is no OS benefit for cabozantinib in the treatment of epNETs seems extraordinarily harsh, unsubstantiated and unfair. 
Importantly, the fact that the Appraisal Committee “understood” and acknowledged previous NICE precedent is not, in itself, evidence that the process was fair. Procedural fairness requires not only recognition of precedent, but fair, proportionate and adequately reasoned application of that precedent to materially similar circumstances. A mere acknowledgment that prior appraisals took a different approach does not discharge NICE’s obligation to explain clearly and convincingly why a substantially different evidentiary standard was applied in this appraisal. Failure to apply precedent appropriately and consistently remains directly relevant to procedural fairness under Ground 1(a).
The Appraisal Committee cites as part of its justification that “some possible HRs [are] numerically favouring best supportive care”. For the epNET population in question, this observation is contingent on the assumed validity of the RPSFTM crossover-adjustment methodology, which itself is the subject of appeal point 2.3 (which has been referred to the Appeal Panel for hearing by the scrutineer). Given the output of the RPSFTM has been used as justification by the Appraisal Committee on this point, it follows that, should appeal point 2.3 be upheld by the Appeal Panel at the hearing, the validity of this justification for appeal point 1(a).1 would be undermined. 
In addition, as the scrutineer notes, there is also an overlapping aspect with this standalone appeal ground 1(a).1, and the separate point about the reasonableness of the conclusions which we have framed, in particular, Ground 2.1 which we discuss further below. 
Appeal point 2.1: The Appraisal Committee’s conclusion that there is no OS benefit associated with cabozantinib in the epNET population is implausible and inconsistent with the available evidence
The Company respectfully yet strongly disagrees that there is no arguable unreasonableness in the Appraisal Committee’s conclusion that there is no OS benefit associated with cabozantinib in the epNET population. The fact that the Appraisal Committee appears to acknowledge the challenges of measuring OS in this population and the role of PFS as a proxy and has attempted to provide some explanation for its extreme position, does not in itself make the Appraisal Committee’s position reasonable. Further, the Company disagrees that a conservative assumption cannot be unreasonable, if that assumption contradicts a clear body of evidence and clinical reality. In this case, the Appraisal Committee’s decision is not only conservative but entirely disproportionate, unreasonable and implausible in light of the evidence. 
As we note in our appeal letter, the Appraisal Committee has rigidly and irrationally concluded that cabozantinib has no treatment effect in relation to OS whatsoever, seemingly in response to a degree of uncertainty regarding the magnitude of the treatment effect rather than the existence of cabozantinib’s OS benefit. The core issue is therefore not whether the Appraisal Committee correctly identified uncertainty in the evidence base, but whether the conclusion it ultimately reached was proportionate and reasonable in light of that uncertainty. 
The Appraisal Committee appears to move from uncertainty regarding the magnitude of OS benefit to making an assumption that no OS benefit exists at all. That leap is unsupported by the evidence and expert clinical opinion presented before the Appraisal Committee and represents an irrational and disproportionate interpretation of the available data. Whilst this is self-evidently an extreme position for the committee to take, it also drives an unreasonable level of conservatism, directly contradicting the clinical expert opinion and the strong PFS data that was presented throughout this appraisal. The lack of consideration over magnitude of OS benefit is particularly concerning given the relatively minor magnitude of OS benefit that would be required for cabozantinib to be considered cost-effective (OS HR xxxxxxx Company Appeal Letter, Table 2).
With respect to PFS, the Appraisal Committee recognises in the FDG that clinical experts in this disease area “explained that the lack of an overall-survival benefit does not indicate a lack of clinical benefit” and indeed “clarified that they would normally use progression-free survival as a clinically relevant endpoint instead of overall survival” (Section 3.7). In this context, and considering the clinical reality holistically, it is self-evident that where there is strong PFS data for a treatment, it cannot plausibly be the case that it has no OS benefit (i.e. if patients with advanced NETs that have already progressed after systemic treatment live longer without further disease progression on cabozantinib, this also clearly benefits their OS). This was emphasized by clinicians with respect to cabozantinib. 
[bookmark: _Ref230078347]Further, where Appraisal Committees face uncertainty in clinical data, NICE’s Guidance Manual recommends the use of clinical expert and patient expert opinion to supplement clinical study data (Section 3.3.22).[footnoteRef:4] Such opinion is particularly important and relevant, particularly in rare tumour types like NETs, where this can assist with resolving uncertainty and avoiding clearly illogical and unfounded conclusions, such as the Appraisal Committee’s conclusion that cabozantinib offers no OS benefit. In addition, the Guidance Manual provides that “[i]n the absence of empirical evidence from [randomized controlled trials], non-randomised studies, or registries, or when considered appropriate by the committee taking into account all other available evidence, expert elicitation can be used to provide evidence” (Section 3.3.21).3 As noted in the FDG, the Company conducted such an expert elicitation exercise “to validate the overall-survival extrapolations supported a survival benefit of cabozantinib over the comparator” (Section 3.6). The Guidance Manual makes clear that this evidence should be thoroughly considered in the absence of other empirical data, as was the case here, in rare tumour types such as NETs. However, rather than adopt the approach recommended by the Guidance Manual in seeking to resolve uncertainty, the Appraisal Committee appears to have dismissed the testimony of 11 clinical experts across the appraisal and instead favoured an entirely unfounded and unreasonable conclusion regarding cabozantinib’s OS benefit. [4:  National Institute for Health and Care Excellence (NICE). NICE technology appraisal and highly specialised technologies guidance: the manual (PMG36). 2022; updated 2026. Available from: https://www.nice.org.uk/process/pmg36/resources/nice-technology-appraisal-and-highly-specialised-technologies-guidance-the-manual-pdf-72286779244741] 

The Company considers that the response provided to appeal point 2.1 in the scrutineer’s letter reflects an argument of procedural fairness (i.e. on Ground 1) rather than an argument of reasonableness in light of the evidence (i.e. on Ground 2). The core issue is not whether the process itself was followed, but whether the conclusion reached was reasonable and proportionate in light of the evidence. 
In summary, the Appraisal Committee acknowledged the limitations of the evidence base, accepted the relevance of PFS, recognised the challenges of measuring OS in NETs, and heard consistent clinical expert opinion supporting an OS benefit. Nevertheless, it adopted the most extreme possible interpretation of the evidence by assuming no OS benefit at all. That conclusion is not merely conservative; it is disproportionate, implausible, and irrational in light of the evidence before the Appraisal Committee. For these reasons, the Company requests that the scrutineer reconsiders admitting appeal point 2.1 for hearing.
Appeal point 2.5: The Appraisal Committee’s conclusion that “because of the small amount of data and based on clinical expert opinion, it would not be appropriate to consider a recommendation for the lung NETs population alone” is unreasonable in light of the evidence submitted
On this point, the scrutineer has suggested he is open “to considering an argument that the Committee's decision is unreasonable in the light of a strong consensus in the clinical community and that insufficient weight was afforded to the clinical evidence submitted to NICE.” On this basis, the scrutineer requests that the Company share “where this consistent view is recorded in the evidence submitted to NICE.” 
We submit that the appraisal contains clear clinical expert evidence supporting separate consideration of the lung NET population for reimbursement decision-making, and that insufficient weight was afforded to this evidence by the Appraisal Committee. This clinical consensus was summarised in the Company Draft Guidance Response (Section 6, pages 22-23) and the report from the interviews was provided in the associated Reference Pack (reattached alongside this letter for convenience). In particular, that report expressly records that “[t]here was consensus from all four clinicians that separate consideration for lung NETs would be justified for reimbursement decisions.” The same report further records consistent expert opinion that lung NETs, a particularly rare tumour type, represent a clinically distinct population associated with poorer prognosis, greater unmet need and more limited treatment options relative to the rare yet broader epNET population. Importantly, the pool of clinicians consulted comprised highly respected clinical experts in the NET field with substantial experience treating patients with lung NETs across a range of specialist centres in England of varying size and clinical practice settings. An overview of clinicians consulted is provided in an Appendix to this letter. The consistency of views expressed across this diverse group of recognised clinical experts therefore carries significant, if not overwhelming, weight and strongly supports the existence of a credible and consistent clinical consensus regarding the appropriateness of separate consideration of the lung NET population.
This position is reinforced by recent ENETS clinical guidelines update which incorporates cabozantinib into the treatment pathways for lung NETs, supporting that the clinical community recognises cabozantinib as a relevant treatment option within the lung NET setting.[footnoteRef:5]  [5:  Baudin, Eric, et al. "European Society of Neuroendocrine Tumors (ENETS) 2025 guidance paper for lung and thymic carcinoids." Journal of Neuroendocrinology 38.4 (2026): e70174.
] 

In spite of the significant expert opinion that was submitted, the Appraisal Committee nevertheless concluded that “because of the small amount of data and based on clinical expert opinion, it would not be appropriate to consider a recommendation for the lung NETs population alone.” We argue that this conclusion does not reasonably reflect the clinical evidence before the Appraisal Committee. Whilst the Appraisal Committee acknowledged that lung NETs may constitute a distinct population with worse prognosis and greater treatment challenges, we contend that it has afforded insufficient weight to the implications of those findings for subgroup reimbursement consideration and to the significant unmet need faced by this patient population.
Further, the Appraisal Committee’s refusal to acknowledge subgroup evidence could further exacerbate medicines access issues in rare diseases, given that evidence in rare disease subgroups like lung NETs will inherently be limited due to the rarity of the condition. Importantly, despite being characterised by the Appraisal Committee as “limited”, the available lung NET evidence was nevertheless considered sufficiently compelling to support incorporation of cabozantinib into recent ENETS clinical guidelines.4
The Company respectfully notes that NICE has not identified any objective evidentiary threshold defining what constitutes “sufficient” subgroup evidence in this context. The Appraisal Committee’s approach is also difficult to reconcile with previous NET appraisals, including TA449 (RADIANT-4), where NICE accepted subgroup-specific decision-making despite similarly limited subgroup datasets (n=49 vs n=90) as outlined in appeal point 1(a).1.
We also contend that the Appraisal Committee’s reasoning regarding the absence of an “obvious biological rationale” does not adequately support its conclusion. The FDG wording itself appears more nuanced than the interpretation reflected in the Appraisal Committee’s conclusion. Whilst some clinical experts consulted in the appraisal may have acknowledged uncertainty regarding the precise biological explanation for a differential treatment effect, this is not equivalent and distinctively different to concluding that differential clinical benefit in lung NETs is implausible or incapable of supporting separate consideration.
In these circumstances, it seems to us that it is arguable as to whether sufficient weight was afforded to the clinical expert evidence which supports separate consideration of the lung NET subgroup, and whether the Appraisal Committee’s conclusion was therefore unreasonable in light of the evidence before it. Accordingly, this appeal point clearly merits referral to the Appeal Panel under Ground 2.
Conclusion
Please let us know if further information or clarification would assist you. Alternatively, we look forward to receiving your final decision in relation to the admissibility of the appeal points raised in our Notice of Appeal.
Yours sincerely,
xxxxxxxxx
XXXX XXXXXXX
XXXXXXX XXXXXXX
Ipsen U.K. & Ireland
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