Cabozantinib for treating advanced neuroendocrine tumours that have progressed after systemic treatment: summary of clinical expert feedback following appraisal committee meeting 1 (October 2025)
This report provides a comprehensive narrative synthesis of four clinician interviews conducted after ACM1 to validate assumptions for the NICE appraisal of cabozantinib in neuroendocrine tumours (NETs). Names have been anonymised and clinicians are referred to as Clinician A, B, C and D. 
The interviews explored four main topics: the relationship between PFS and OS, whether lung NETs should be considered separately from other epNETs, real-world use of somatostatin analogues (SSAs) alongside cabozantinib, and the likelihood of subsequent treatments when best supportive care (BSC) is the comparator.
1) PFS vs OS Relationship
Clinicians covered the following topics when discussing the progression-free survival (PFS) and OS relationship:
· Difficulties demonstrating overall survival (OS) benefit in NETs: All clinicians acknowledged the inherent difficulty of demonstrating OS benefits in NET trials, particularly in CABINET, due to factors such as crossover, long post-progression survival, and multiple subsequent therapies. Clinician A emphasised that the lack of OS signal was largely due to crossover and heterogeneity in prior treatments, noting that patients had a median of three previous lines. Clinician C similarly highlighted dilution of OS by crossover and also highlighted that CABINET contained vital additional information for clinicians on treatment sequencing. Clinician D agreed that missing an OS benefit is not unusual in NETs. Clinician D also acknowledged crossover as a confounding factor. 
· OS benefit: All four clinicians considered that without the above complexities in NETs and in the trial design they would anticipate there to be an OS benefit for cabozantinib. Clinician A and C commented that if they were able to fully observe a treatment effect then they would expect to see a treatment benefit comparable with the treatment effect estimated via the IPCW analyses (e.g. xxxxxxx).
· Progression-free survival (PFS) as a surrogate for OS: All four clinicians endorsed PFS as a clinically relevant endpoint and biologically plausible surrogate for OS. Clinicians commented that this represents the most sensitive endpoint available.
In summary, all four clinicians endorsed PFS as a clinically relevant endpoint and a plausible surrogate for OS. They unanimously cited crossover as the main reason for the absent OS signal, and unanimously anticipated a true OS expected benefit for cabozantinib with adequate follow-up and trial design.
2) Lung NETs vs Other epNETs
Three key themes emerged from discussions on whether lung NETs could be considered from other epNETs:
· Fewer treatment options: All four clinicians highlighted a higher unmet need compared to other epNETs due to fewer treatment options available for lung patients.
· Fragmented care pathway: All clinicians highlighted systemic issues with the lung care pathway leading it to becoming fragmented. Clinician A pointed out that lung NET patients often present with liver metastases and face limited access to PRRT, compounded by diagnostic challenges and less attention in lung cancer MDTs. Clinician B observed that lung NET patients generally have poorer outcomes and are frequently managed by lung teams rather than NET specialists, which may contribute to worse prognosis upon presentation.
· Biological distinctiveness of lung disease: The opinions of the clinical experts diverged on biological distinctiveness of lung NETs compared to epNETs: two clinicians (C and partially A) viewed the biology as similar, while two clinicians (B and D) perceived more aggressive behaviour in lung NETs. Clinician C, however, suggested that lung NETs behave similarly to other epNETs biologically, with the main difference being access to PRRT, and noted that cabozantinib appears effective across subtypes. Clinician D, drawing on their lung-focused experience, described three clinical cohorts ranging from indolent to aggressive disease and acknowledged slightly more aggressive behaviour in lung patients.
There was consensus from all four clinicians that separate consideration for lung NETs would be justified for reimbursement decisions. Overall, all clinicians agreed that lung NETs face greater practical challenges and unmet need, though opinions diverged on biological distinctiveness. 
3) Concomitant SSA Use
All clinicians agreed that SSAs are primarily indicated for functional disease, but their use and degree to which patients discontinue SSA treatment in UK practice vary widely. 
· Clinician A reported that in their practice they limit SSA use only to some functional or syndromic patients and discontinue after progression unless there is need for hormonal control. They estimate concomitant use at around 10% in pNETs and 20% in functional small-bowel epNETs, with minimal use in non-functional cases (assumed 5%). Of patients who did receive SSAs it was estimated 50 – 90% (assumed 70%) discontinue treatment before death. 
· Clinician B reported that in their practice all functional patients (assumed 100%) receive concomitant SSA – of these nearly all (assumed 95%) will stay on treatment until death. Of non-functional patients it was estimated that half (50%) would receive concomitant SSA and of these half (50%) would discontinue treatment before death. It was noted discontinuation often occurs due to treatment burden.
· Clinician C emphasised that they avoid concomitant SSA use during systemic therapy, highlighting that treatment strategy is a marathon, not a sprint and stressing the importance of sequencing. It was highlighted the median duration of SSAs in the RADIANT trial is 14–18 months and this trial excluded non-functional patients from SSA use. In general, SSA is stopped due to progression, toxicity, tolerability, or lack of benefit. Clinician C suggested the majority of patients do not receive SSA in their practice (assumed 25%) and did not provide numerical estimates for the proportion of patients who discontinue SSA before death (due to low numbers).
· Clinician D reported that in their practice 90% of functional patients receive SSAs, while less than half (assumed 50%) of non-functional patients do so. Clinician D did not provide numerical estimates for the proportion of patients who discontinue SSA before death but suggested in general with usage declines after progression with discontinuation lower in functional patients. 
Consensus emerged that not all patients continue treatment with concomitant SSA until death and that SSAs should be modelled with higher use during progression-free states with the economic modelling considering this discontinuation. The main reason mentioned for discontinuation were lack of disease control, frequent visit to the hospital and toxicity although decisions are always individualised.  All clinicians agreed there would be low concomitant use and higher discontinuation in non-functional disease. All clinicians acknowledged centre-level variability.
Table 1: Clinical expert estimates of the proportion of epNET patients receiving concomitant SSA and the proportion of these patients who discontinue concomitant SSA
	Clinician
	Proportion of patients receiving concomitant SSA
	Proportion of patients who discontinue concomitant SSA before death

	
	Functional vs non-functional
	Weighted average
	Functional vs non-functional
	Weighted average

	A
	Funct: 20%
Non-funct: 5%
	9.9%
	Funct: 70%
Non-funct: 70%
	70.0%

	B
	Funct: 100%
Non-funct: 50%
	66.3%
	Funct: 5%
Non-funct: 50%
	35.4%

	C
	Funct: 25%
Non-funct: 25%
	25%
	--
	--

	D
	Funct: 90%
Non-funct: 50%
	63.0%
	--
	--

	Total
	
	41.0%
	
	52.7%


*Weighted averages calculated assuming 32.5% functional patients as per CABINET trial
Table 2: Clinical expert estimates of the proportion of pNET patients receiving concomitant SSA and the proportion of these patients who discontinue concomitant SSA
	Clinician
	Proportion of patients receiving concomitant SSA
	Proportion of patients who discontinue concomitant SSA before death

	
	Functional vs non-functional
	Weighted average
	Functional vs non-functional
	Weighted average

	A
	Funct: 10%
Non-funct: 5%
	5.8%
	Funct: 70%
Non-funct: 70%
	70.0%

	B
	Funct: 100%
Non-funct: 50%
	58.4%
	Funct: 5%
Non-funct: 50%
	42.4%

	C
	Funct: 25%
Non-funct: 25%
	25%
	--
	--

	D
	Funct: 90%
Non-funct: 50%
	56.7%
	--
	--

	Total
	
	36.5%
	
	56.2%


*Weighted averages calculated assuming 16.8% functional patients as per CABINET trial
4) Subsequent Treatments when BSC Comparator
All clinicians anticipated that some patients would receive active treatment after progression, even when BSC is the comparator, though the extent depends on fitness, prior therapies, and access. 
· Clinician A noted that some patients might receive off-label chemotherapy or enter clinical trials, albeit with limited evidence of benefit. 
· Clinician B explained that subsequent therapy varies by tumour site and prior lines, with PRRT ideally given earlier and often unavailable later, making rechallenge uncommon. 
· Clinician C described scenarios where chemotherapy could be reintroduced after cabozantinib, particularly if remission lasted more than six months, and suggested that SSAs might be restarted in some cases. 
· Clinician D expected some subsequent treatments, prioritising clinical trials and generally avoiding chemotherapy rechallenge, while stressing the high unmet need and their willingness to use cabozantinib based on PFS benefit alone. 
In conclusion, all clinicians agreed that it is unrealistic to assume zero subsequent therapy in modelling. Instead, models should include a non-zero probability of further active treatment, stratified by prior exposure, patient fitness, and tumour subtype.
