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Response to Initial Scrutiny – Neuroendocrine Cancer UK
Cabozantinib STA [ID6474]

Dear Dr Chakravarty,

Thank you for your letter of 11 May 2026 setting out your initial view on the appeal points.
We welcome your intention to refer Grounds 1a.2 and 2.2 to the Appeal Panel. We provide brief clarification on the remaining points.

1. Appeal Point 1a.1 – Consistency of Approach to OS

We acknowledge that the Committee identified differences between this appraisal and previous NICE decisions.

However, we submit that:

· Identification of differences does not, in itself, justify divergence;
· The Final Draft Guidance does not demonstrate that these differences warrant a fundamentally different treatment of OS uncertainty.

In TA449, OS uncertainty with crossover and immature data did not preclude a positive recommendation. In the present appraisal, similar structural uncertainties are present, but a more restrictive assumption was adopted.

We therefore submit that there is an arguable issue of consistency and reasonableness in the application of precedent.

2. Appeal Point 2.1 – Assumption of No OS Benefit

We acknowledge that the Committee considered a range of approaches.

Our concern is that:
· The chosen assumption represents an extreme position within the evidentiary range;
· Plausible alternative assumptions were not adequately reflected.

As a result, the model may not reflect the overall balance of evidence.
We therefore submit that there is an arguable case that the conclusion is disproportionate to the available evidence.


3. Appeal Point 2.5 – Lung NET Subgroup

We acknowledge the view that the Committee’s reasoning appears coherent.

However:
· Clinical expert input consistently highlighted greater unmet need and distinct considerations in lung NETs;
· That there is precedent for subgroup recommendations would justify consistent consideration.

An assessment of committee papers supports this consistency - noted in Appendix 1
We therefore submit that there is an arguable case that insufficient weight was afforded to clinical and subgroup evidence.


We respectfully submit that these issues merit consideration by the Appeal Panel.

Yours sincerely,

XXXXXXXXX
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Neuroendocrine Cancer UK









Appendix 1

From committee papers: including direct quotes from said documents:

In reviewing committee papers there is strong, repeated consensus across: 
· clinical experts
· patient testimony
where Lung NETs were explicitly highlighted as higher unmet need.

Unmet need (including lung‑specific): from committee papers 

“The clinical experts explained that for extrapancreatic (epNETS), particularly lung NETs, there are limited treatment options after progression on prior systemic treatments.”  
“Clinical and patient experts explained that having different treatment options is particularly important, as currently available treatments are not suitable for everyone and often have unpleasant side effects.” 
“Patients with lung NETs face higher unmet need and a fragmented UK care pathway which ultimately leads to poorer prognosis.” 
“Clinical experts… acknowledged a significant unmet need in lung NETs given the limited systemic treatment options available for these patients.” 

Clinical benefit 
“Clinical experts… determined PFS as the most clinically relevant endpoint.” 
“Clinical experts… stated that even if trials are unable to demonstrate an OS benefit, this does not mean the treatment lacks clinical benefit.” 
“Clinicians expect an OS benefit associated with cabozantinib.” 

Nature of evidence / rarity 
“Expert judgement should therefore play a key role in decision-making within this appraisal.” 
“There was broad consistency between the individual assessments provided by the experts…” 

Core expert evidence in reference to lung NET cohort: 

· “limited treatment options… particularly lung NETs”
· “significant unmet need in lung NETs”
· “fragmented UK care pathway… poorer prognosis”
· “poor prognosis and limited treatment options”

We therefore respectfully submit that clinical and patient experts consistently highlighted that lung neuroendocrine tumours represent a subgroup with particularly high unmet need, limited treatment options and poorer prognosis. For these patients, delaying disease progression is clinically meaningful—not only for survival, but for maintaining respiratory function, independence and quality of life.
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