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+44 (0)300 323 0140


FAO XXXX XXXXXXX
XXXXXXX XXXXXXX Ipsen U.K. & Ireland
Sent by e-mail only: XXXXXXXXXXXXXXXXXXXXXXX

11 May 2026

Dear XXXX XXXXXXX

Re: Final Draft Guidance: Cabozantinib for treating advanced neuroendocrine tumours that have progressed after systemic treatment [ID6474]
Thank you for your letter of 30 April 2026, lodging an appeal against the above Final Draft Guidance (FDG).
Introduction

The Institute's appeal procedures provide for an initial scrutiny of points that an appellant wishes to raise, to provide an initial view on whether they are within the permitted grounds of appeal ("valid") and are at least arguable. The permitted grounds of appeal are:

· 1(a) NICE has failed to act fairly, or

· 1(b) NICE has exceeded powers;

· (2) the recommendation is unreasonable in the light of the evidence submitted to NICE.

This letter sets out my initial view of the points of appeal you have raised: principally whether they fall within any of the grounds of appeal, or whether further clarification is required of any point. Only if I am satisfied that your points contain the necessary information, are arguable, and fall within any one of the grounds will your appeal be referred to the Appeal Panel.
You have the opportunity to comment on this letter in order to elaborate on or clarify any of the points raised before I will make my final decision as to whether each appeal point should be referred on to the Appeal Panel.
You have the opportunity to comment on this letter in order to elaborate on or clarify any of the points raised before I make my final decision as to whether each appeal point should be referred on to the Appeal Panel. Your response to this letter must not contain new points of appeal. Responses must deal only with requested clarifications, arguments or comments about my initial views.
Your response to this letter will usually be the last opportunity to elaborate or provide clarification to the appeal, unless you are specifically invited to submit material at a later date. Any uninvited material submitted after your response to this letter will be rejected.
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Initial View

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 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

I am not minded to refer this appeal point to the Appeal Panel. That is because it is evident from the FDG that the committee understood and factored into its decision-making that a different approach was taken in previous appraisals; at paragraph 3.8 of the FDG the committee explains its rationale for adopting a different approach based on factual differences, as follows:
"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."
As well as pointing to reasons for a different approach in this appraisal, the FDG at para 3.8 explains in detail why the committee arrived at its conclusions on this issue. Whether the above factual differences and other reasoning at para 3.8 are sufficient to justify departing from an approach in previous appraisals may go to reasonableness on the evidence. I can see no arguable procedural unfairness.
Appeal point 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
I am minded to refer this appeal point to the Appeal Panel to explore the extent to which the committee took into account, and can explain its departure from, the approach in TA449.

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

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

I am not minded to refer this appeal point to the Appeal Panel. The Committee appears to have a deep understanding of the challenges of measuring OS in this group and the role of PFS as a proxy (see, for example, the note at para 3.7 of the FDG that the clinical experts explained that the lack of an overall-survival benefit does not indicate a lack of clinical benefit and they would normally use PFS as a clinically relevant endpoint instead of overall survival). Para 3.8 pf the FDG explains the broad range of considerations that underpin the Committee's decision to set the hazard ratio at 1: the Committee recalled the different possible methodologies and that these resulted in OS HRs at and below 1, noted the confidence intervals had a wide range and crossed 1 for both IPCW and RPSFTM methods and explained in detail why it decided that assuming an HR of 1 was the most reasonable method.

Page 2 of 4

In light of the above I disagree that the Committee's approach demonstrates a misunderstanding of the evidence challenges and is misaligned with the consensus of the clinical community. That this is a conservative assumption does not make it implausible or inconsistent with the evidence submitted to the Committee.
Absent an explanation of why the Committee's decision is implausible, as distinct from being a conservative interpretation of the evidence, I am not persuaded from your letter that there is arguable unreasonableness here.
Appeal point 2.2 The Appraisal Committee’s conclusion on OS in the epNET population disregards the unanimous opinion of 11 clinical experts consulted across the appraisal who all stated they would expect to see OS benefit associated with cabozantinib
I am minded to refer this appeal point to the Appeal Panel.

Appeal point 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
I am minded to refer this appeal point to the Appeal Panel.

Appeal point 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
I am minded to refer this appeal point to the Appeal Panel.

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
I am not minded to refer this appeal point to the Appeal Panel. That is because the EAG shows that the Committee was aware that lung NETs is a potentially different condition that is harder to treat with a worse prognosis. The Committee discussed the rationale for a subgroup, explaining that it was concerned about the limited trial evidence for that population and the lack of clinical explanation for the trial results in this group, with reference to comment from clinical experts that there is no obvious biological rationale for a large difference in effectiveness of cabozantinib for lung NETs compared with epNETs (see FDG para 3.5) . It appears to me that the above explanation 'adds up' and is not obviously and unarguably wrong, or illogical.
Against this, I would be 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; I note your appeal submits that "all clinicians consulted considered that separate consideration of the lung NET population would be appropriate for reimbursement decision-making", but it seems to me that the clinical expert was more nuanced (see e.g. quote above). If you wish to pursue this point I suggest that you point me to where this consistent view is recorded in the evidence submitted to NICE.

Conclusion

The above sets out above my initial views on all of your appeal points.

In respect of your points which I am not minded to refer on you are entitled to submit further clarification and/or evidence to me within the next 10 working days (by 5pm on 26 May), and I will then give a final decision on the points to put before an appeal panel. Responses must deal only with requested clarifications, or arguments or comments about the lead non-executive director for appeals' initial view that an appeal point is not valid. For the points I am already content to refer on, an oral appeal will be held remotely via Zoom.

Once I have made my final decision, and where there is more than one appellant, each appellant will receive the valid appeal points of the other appellants and their redacted appeal letter. This is to enable appellants to avoid duplication at the hearing where there are overlapping appeal points. If the appeal letter and/or responses to scrutiny contain confidential information please ensure you have provided a version with this information redacted by 26 May 2026.

Ordinarily appeals are conducted on the basis of the appellants’ written appeal letters, and the material generated during the appraisal process. Use of additional written material is discouraged, and the panel cannot receive any new evidence. If, exceptionally, you feel there is written material that will not be before the panel that you would wish to rely on you must let the NICE Appeal team know by return of letter, indicating what the material is, why it is desirable to submit it, and when it will be available, by no later than 26 May 2026. Please note that the appeal panel cannot accept papers that are tabled late or ad hoc, as this affects the preparation of the panel and other parties for the appeal.

Yours sincerely

XXXXXXX


Dr Mark Chakravarty

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