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29th April 2026

Dr Mark Chakravarty
Lead Non-executive Director NICE Appeals – Technology Appraisals and Highly Specialised Technologies

National Institute for Health and Care Excellence
2nd Floor
2 Redman Place
London E20 1JQ

Dear Dr Chakravarty,

Re: Final Appraisal Determination :
Single Technology Appraisal (STA): Cabozantinib for treating advanced
neuroendocrine tumours that have progressed after systemic treatment
[ID6474]

Neuroendocrine Cancer UK would like to appeal against the above Final Appraisal Decision. This appeal is brought on the following grounds, in accordance with the NICE appeals procedure:

· Ground 1: The Appraisal Committee has failed to act fairly and consistently with NICE precedent.
· Ground 2: The recommendation is unreasonable in light of the evidence submitted to NICE.

 

Ground 1a: In making the assessment that preceded the recommendation, NICE has: failed to act fairly 
Appeal Point 1(a).1 – Consistency of Approach to Overall Survival (OS)
It is respectfully submitted that the Appraisal Committee did not apply a consistent approach to the assessment of overall survival (OS) for cabozantinib in the epNET population, contrary to established NICE precedent. This gives rise to a concern under procedural fairness and legitimate expectation.
In NICE Technology Appraisal TA449 (2017), the Committee accepted OS benefit for everolimus and sunitinib despite acknowledged uncertainty, including non‑statistically significant OS results and substantial treatment crossover. The Committee concluded that these treatments were clinically effective and accepted assumptions regarding OS benefit for the purposes of the economic evaluation, which informed positive recommendations. This approach establishes a clear precedent for the interpretation of OS evidence in the NET setting where analyses are confounded by crossover.
The evidence for cabozantinib gives rise to a legitimate expectation that a similar evaluative framework would be applied. 
Therefore,  the decision not to recognise any OS benefit for cabozantinib represents a departure from the approach adopted in TA449, without a clear explanation as to why that precedent was not applied. It is therefore submitted that reconsideration using the same precedent‑based evaluative framework would better reflect NICE’s principles of consistency, transparency, and procedural fairness.
Appeal Point 1(a).2 – Consistency of Approach to Separate Recommendation for Lung NETs
It is respectfully submitted that the Appraisal Committee did not apply a consistent approach in choosing not  to consider a separate recommendation for lung neuroendocrine tumours (NETs), contrary to established NICE precedent. This gives rise to a concern under procedural fairness and legitimate expectation.
In NICE Technology Appraisal TA449 (2017), the Committee considered and accepted separate analyses and recommendations for gastrointestinal and lung NETs. This approach was explicitly justified by recognised differences between subgroups, including prognosis, quality of life, and cost effectiveness. The Committee accepted that subgroup sizes were limited but concluded that this did not preclude differentiated decision‑making where clinically and economically relevant differences were observed. This establishes a clear precedent for considering separate recommendations in the NET setting.
The evidence for cabozantinib gives rise to a legitimate expectation that a similar evaluative framework would be applied. 
Data from the CABINET trial indicate that the strongest clinical efficacy for cabozantinib is observed in the lung NET population and that the resulting ICERs for lung NETs fall within ranges considered cost effective. While lung NET subgroups were limited in size, as in RADIANT‑4, the CABINET lung subgroup demonstrates narrower confidence intervals, indicating greater certainty than previously accepted evidence in TA449.
Against this background, the refusal to consider a separate or optimised recommendation for lung NETs represents a departure from the approach adopted in TA449, without a clear explanation as to why that precedent was not applied. It is therefore submitted that reconsideration using the same precedent‑based evaluative framework would better reflect NICE’s principles of consistency, transparency, and procedural fairness.
Ground 2: The recommendation is unreasonable in the light of the evidence submitted to NICE

Appeal Point 2.1 – Unreasonably Conservative Assumption of No Overall Survival (OS) Benefit
It is respectfully submitted that the Appraisal Committee’s assumption of an overall survival hazard ratio (HR) of 1, representing no survival benefit for cabozantinib, is unreasonable in light of the available evidence.
The Committee did not adequately explore alternative, evidence‑based assumptions, such as midpoint or modest OS benefits consistent with observed PFS effects and comparator NET treatments. This represents the most conservative possible interpretation of uncertainty, rather than a balanced approach appropriate to a rare disease area with high unmet need. As such, the conclusion reached is unreasonable in light of the evidence available.
Appeal Point 2.2 – Unreasonable Disregard of Unanimous Clinical Expert Opinion
It is respectfully submitted that the Appraisal Committee’s OS assumptions are unreasonable given the unanimous opinion of clinical experts consulted throughout the appraisal.
Across the appraisal process, 11 clinical experts consistently stated that they would expect cabozantinib to confer an OS benefit, of a magnitude similar to existing NET treatments. This included evidence from structured expert elicitation, clinician interviews during consultation, and expert input at the Appraisal Committee meeting.
NICE Decision Support Unit guidance explicitly recognises the role of expert judgement in addressing evidentiary gaps, particularly in rare diseases where trials are not powered for OS. The Committee’s assumption of no OS benefit directly contradicts this unanimous expert opinion and cannot reasonably be justified on the basis of the evidence presented.
Appeal Point 2.4 – Failure to Reasonably Consider PFS as a Surrogate for OS in NETs
It is respectfully submitted that the Appraisal Committee unreasonably failed to recognise progression‑free survival (PFS) as a relevant surrogate for overall survival in neuroendocrine tumours.
Both published literature and expert opinion strongly support a relationship between PFS and OS in NETs, and clinical experts confirmed that PFS is routinely used as the primary clinically meaningful endpoint in practice. By assuming no OS benefit despite a substantial PFS gain, the Committee’s modelling implies that patients receiving cabozantinib experience shorter survival after progression than those receiving best supportive care, which seems in contrast with precedent and guidance.
NICE guidance allows greater flexibility in evidentiary standards in rare diseases with immature OS data, yet this was not reflected in the Committee’s approach. The disproportionate weighting given to OS is inconsistent with trial design, clinical practice, and precedent in other appraisals where PFS has been treated as an acceptable proxy for long‑term benefit.
Appeal Point 2.5 – Unreasonable Rejection of a Lung‑Only Recommendation
It is respectfully submitted that the Appraisal Committee’s rejection of a lung‑only recommendation is unreasonable in light of the evidence presented.
The Committee stated that clinical expert opinion did not support a lung‑only recommendation; however, the evidence submitted demonstrates the opposite. 
Clinical experts consistently highlighted higher unmet need in lung NETs, fewer available treatment options, more aggressive disease biology, and more fragmented care pathways, and supported separate consideration for this subgroup.
Furthermore, the results in lung NETs demonstrated a strong and statistically significant treatment effect despite small numbers. In the context of NICE guidance permitting greater uncertainty tolerance in rare diseases, the decision not to explore an optimised recommendation for lung NETs cannot reasonably be justified.

Conclusion
We fully recognise that uncertainty should not be disregarded; however we respectfully submit, that it should have been addressed in a more balanced and proportionate way, consistent with NICE precedent and guidance for rare diseases with high unmet need.
We, therefore, politely request that the Appeal Panel returns this appraisal to the Appraisal Committee for further consideration, with the direction that the evidence be reassessed using a consistent precedent‑based framework, balanced treatment of uncertainty, and appropriate weight given to clinical expert judgement and relevant subgroup data.
We would request an oral panel.
Yours sincerely
XXXXXXX
XXXXXXXX XX XXXXXXX XXXXXXXX X XXXXXX
Neuroendocrine Cancer UK
XXXXXXXXXXXXXXXXXX
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