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Dear Ioana Parsons

Re: Final Draft Guidance — Cabozantinib for treating advanced neuroendocrine tumours that have progressed after systemic treatment [ID6474]

Thank you for your letter of 26 May 2026 responding to my views on initial scrutiny. This is my final decision on initial scrutiny.

I assess each of your points in turn.

Ground 1(a): In making the assessment that preceded the recommendation, NICE has failed to act fairly

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.

At initial scrutiny, I explained my preliminary view that this point was not arguable because it is evident from paragraph 3.8 of the FDG that the committee understood and factored into its decision-making that a different approach was taken in the evaluations of everolimus and sunitinib, and that the committee has provided its rationale for adopting that different approach based on factual differences.

I am mindful that there is no rule of precedent but that NICE does aspire to be predictable and to a broad consistency of approach. A decision of one technology appraisal committee does not bind another, and past approaches may be departed from with appropriate reasoning.

I note the argument in your response to my initial scrutiny letter that the reasoning provided by the committee for departing from the approach taken in previous evaluations was inadequate.

I will refer this appeal point to the panel to consider whether that reasoning was so inadequate as to be procedurally unfair in the circumstances.

The panel will note that this appeal point is referred under Ground 1(a), and is limited therefore to whether the evaluation was procedurally unfair rather than the reasonableness of the committee's conclusion.

Ground 2: the recommendation is unreasonable in light of the evidence submitted to NICE
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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.

Having considered your response to initial scrutiny, I am minded to refer this appeal point to the appeal panel on a limited basis, as follows.

I do not accept that the committee's conclusion was arguably implausible. The Committee explained at paragraph 3.6 of the FDG that there was considerable uncertainty associated with both the IPCW and RPSFTM methods for adjusting for treatment switching / crossover, but that both suggested a hazard ratio of 1 for overall survival was plausible. Paragraph 3.8 further explained that the wide confidence intervals crossed 1 for both methods. While conservative, a hazard ratio of 1 was therefore within the range of results. As to the first part of this appeal point, you have therefore not persuaded me that a HR of 1 was implausible.

Nor do I agree that the conclusion was arguably inconsistent with the trial evidence (a HR of 1 reflects the results in CABNIET with the August 2024 cut-off), and I note I have already referred your appeal points 2.2 and 2.4 for the panel to consider unreasonableness in light of the clinical expert evidence and the evidence on PFS respectively.

I will, however, refer this appeal point to the appeal panel with regards to your argumentation on the committee's handling of uncertainty, as follows:

"the Appraisal Committee's conclusion that there is no OS benefit associated with cabozantinib in the epNET population is unreasonable in light of the uncertainty in the evidence around the magnitude of OS benefit."

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.

In my initial scrutiny letter, I invited you to draw my attention to the clinical expert opinion that supported separate consideration of the lung NET population. You have done so in your letter of response and, on review of that evidence, I am persuaded that the Committee's decision is arguably unreasonable in the light of that evidence. I will therefore refer this appeal point to the appeal panel.

Conclusion

Therefore, the valid appeal points are:

· 1(a).1 – the Appraisal Committee's conclusion on 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

· 1(a)2 – the Appraisal Committee's conclusion that "it would not be appropriate to consider a recommendation for the lung NETs population alone" is not aligned with past precedent from NICE TA449 where separate recommendations for gastrointestinal and lung NETs were considered appropriate for decision-making.

· 2.1 – the Appraisal Committee's conclusion that there is no OS benefit associated with cabozantinib in the epNET population is unreasonable in light of the uncertainty in the evidence around the magnitude of OS benefit
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· 2.2 – the Appraisal Committee's conclusion on OS in the epNET population disregards the unanimous opinion of 11 clinical experts consulted across the appraisals who all stated they would expect to see OS benefit associated with cabozantinib.

· 2.3 – the Appraisal Committee's conclusion, in reference to the IPCW and RPSFTM methodologies, that "neither method could be considered better than the other" is unreasonable in light of the evidence provided.

· 2.4 – the Appraisal Committee's conclusion not to take into consideration the surrogacy relationship in NETs between PFS and OS is unreasonable in light of the evidence provided.

· 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.

NICE will be in contact with you regarding the administration of the appeal, which will be held orally. Thank you again for your engagement in the appeals process.

XXXXXXXXXX

Yours sincerely

Dr Mark Chakravarty

Lead Non-Executive Director for Appeals & Vice Chair National Institute for Health and Care Excellence
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