


30 April 2026

Dr Mark Chakravarty
Vice Chair and Lead Non-Executive Director for Appeals  
National Institute for Health and Care Excellence
2nd Floor
2 Redman Place
London E20 1JQ

Dear Dr Chakravarty,
Company appeal against the final draft guidance (FDG) document for cabozantinib for treating advanced neuroendocrine tumours (NETs) that have progressed after systemic treatment (ID6474)
Executive summary
Ipsen Limited (“the Company”) is appealing the negative recommendation in the National Institute for Health and Care Excellence (NICE) FDG for cabozantinib for treating advanced NETs that have progressed after systemic treatment (ID6474). The Company considers that the Appraisal Committee has failed to take a reasonable view of the evidence submitted to NICE. 
The Company is appealing the Appraisal Committee’s conclusions that:
· There is no overall survival (OS) benefit associated with cabozantinib, as this reflects an overly conservative interpretation of uncertainty that is inconsistent with established NICE precedent in NETs, the expert clinical advice received during the appraisal and Appraisal Committee meetings, and the totality of the evidence presented.
· It would be inappropriate to consider an optimised recommendation for the lung NETs population alone, despite prior NICE precedent adopting separate recommendations for lung NET patients, evidence of benefit in the lung subgroup in CABINET, and clinical expert opinion highlighting higher unmet need and limited treatment options, which result in fragmented and inconsistent clinical management.
Therefore, the Company’s appeal is made on the following permitted grounds:
· Ground 1(a): NICE has failed to act fairly; and
· Ground 2: The recommendation is unreasonable in light of the evidence submitted to NICE.
The Company respectfully requests that this appeal be considered and an outcome determined at an oral hearing. Following the hearing, the Company requests the Appeal Panel return this appraisal (ID6474) to the Appraisal Committee for further consideration via a third Appraisal Committee meeting.
Introduction
Ipsen contends that:
· The Appraisal Committee failed to make a positive recommendation for cabozantinib, despite acknowledging a significant unmet need in this disease area, robust and clinically meaningful progression‑free survival (PFS) benefit, and the biological and clinical plausibility of an OS benefit in this patient population.
· The conclusions in the FDG are not the result of a fair or reasonable assessment of the evidence, and that the Appraisal Committee’s recommendation should be fully reviewed considering the evidence and supporting clinical opinion submitted during the appraisal.
To assist the Appeal Panel, the Company provides below a brief overview of the disease area and a summary of the appraisal history.  
Background and appraisal history
Neuroendocrine tumours
NETs are highly heterogeneous rare malignancies arising from neuroendocrine cells and most commonly originate in the gastrointestinal tract, pancreas, and lungs. Treatment options vary substantially according to tumour site, grade, functional status, somatostatin receptor expression, and prior treatment history.[footnoteRef:2] Five-year survival falls from over 75% in patients with Stage I or II disease to less than 25% of patients with Stage IV NETs.[footnoteRef:3] In England, NETs have a prevalence of approximately 34.9 per 100,000 people, reflecting their rarity.[footnoteRef:4] [2:  Pavel M, Oberg K, Falconi M, et al. Gastroenteropancreatic neuroendocrine neoplasms: ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up. Ann Oncol 2020;31:844-860.]  [3:  White BE, Rous B, Chandrakumaran K, et al. Incidence and survival of neuroendocrine neoplasia in England 1995-2018: A retrospective, population-based study. Lancet Reg Health Eur 2022;23:100510.]  [4:  Genus T, Bouvier C, Wong K, et al. Incidence and prevalence of neuroendocrine tumours in England., In Endocrine Abstracts, Bioscientifica, 2017.] 

Although NETs are often relatively indolent, many patients experience repeated disease progression over a prolonged period and require multiple lines of systemic therapy.[footnoteRef:5] Patients with advanced NETs experience significant symptom burden, and a substantial impact on quality of life. Symptoms may be severe, with disease progression associated with worsening functional status and increasing dependence on care.5 [5:  Jalbert JJ, Casciano R, Meng J, et al. Treatment Patterns and Health Resource Use Among Patients with Metastatic Gastroenteropancreatic Neuroendocrine Tumors Treated at a Tertiary Referral Center. Oncologist 2020;25:e644-e650.] 

Recent national policy focus, including the National Cancer Plan for England and the Rare Cancers Act, has highlighted the need for the UK to be internationally competitive in access to innovative medicines for patients with rare oncology diseases such as NETs.[footnoteRef:6] [footnoteRef:7] [6:  UK Parliament. Rare Cancers Act 2026. Parliamentary Bills (Bill 3779).
https://bills.parliament.uk/bills/3779]  [7:  UK Parliament. Neuroendocrine Cancer. House of Commons debate, 16 April 2026. Parallel Parliament.
https://www.parallelparliament.co.uk/debate/2026-04-16/commons/commons-chamber/neuroendocrine-cancer] 

The treatment pathway in NETs is highly individualised, with a high unmet need
After first-line SSAs, the available targeted therapies are restricted to specific subgroups, limiting treatment options.
For patients with advanced NETs, whose disease has progressed after prior systemic therapy, treatment options are limited, and unmet clinical need is substantial. NETs are frequently associated with delays in diagnosis and access to treatment due to their asymptomatic and heterogeneous presentation, with a significant proportion of patients diagnosed at an advanced or metastatic stage. 
Available targeted systemic therapies are restricted to specific patient subgroups based on tumour site, grade, functional status and somatostatin receptor (SSTR) expression, resulting in highly individualised treatment pathways. This is especially the case for patients with lung NETs, who have fewer reimbursed treatment options and often face fragmented care pathways.[footnoteRef:8] Everolimus is currently the only NICE-recommended treatment in this setting, and its use is restricted to patients with non-functional disease, further limiting treatment options for this population. As a result, patients with lung NETs often face earlier reliance on best supportive care (BSC) and substantially poorer prognosis.  [8:  Partnership THP. Neuroendocrine cancer: an ideal patient care pathway. Available at: https://www.healthpolicypartnership.com/app/uploads/Neuroendocrine-cancer-an-ideal-patient-care-pathway.pdf. ] 

Given the heterogeneity of the disease and the narrow labels for available systemic treatment options, systemic therapy after progression on SSAs is highly individualised and driven by specific patient characteristics (Figure 1). There is no clear or consistent treatment pathway for the broad population of patients with epNETs who have progressed on prior systemic therapies, and for many patients there are no treatment options remaining other than BSC.
[bookmark: _Ref227845432]Figure 1: Current treatment pathway for NETs in the UK, adapted from the Appraisal Committee Meeting slides
[image: ]
BSC, best supportive care; epNETs, extra-pancreatic neuroendocrine tumours; MA, marketing authorisation; NETs, neuroendocrine tumours; pNETs, pancreatic neuroendocrine tumours; PRRT, peptide receptor radionuclide therapy; SSA, somatostatin analogue; SSTR, somatostatin receptor
Challenges in demonstrating OS in NETs
Given the complexity and individualised nature of the disease pathway, clinical trials in NETs are typically designed to permit crossover and there can be variation in subsequent treatments following progression, both of which confound the detection of a treatment-related OS benefit. 
In addition, indolent cancers, including NETs, are typically characterised by long OS times of 5–10 years, making it generally infeasible to power trials to provide definitive OS effects of an intervention within a reasonable timeframe. This is particularly difficult in rare indications due to restricted sample sizes which can limit statistical power.[footnoteRef:9] [9:  Pizzamiglio C, Vernon HJ, Hanna MG, et al. Designing clinical trials for rare diseases: unique challenges and opportunities. Nature Reviews Methods Primers 2022;2:13.] 

As a result, while improvements in PFS are routinely observed and regarded by clinicians as clinically meaningful, demonstrating a statistically significant OS benefit is particularly challenging in this disease area.[footnoteRef:10] [10:  Yao JC, Lagunes DR, Kulke MH. Targeted therapies in neuroendocrine tumors (NET): clinical trial challenges and lessons learned. The Oncologist 2013;18:525-532.] 

Cabozantinib and the CABINET trial
Cabozantinib is an oral tyrosine kinase inhibitor with a broad licence that does not restrict use by tumour site, functional status, or biomarker expression.
The pivotal CABINET trial, an investigator-led study initiated and designed by NET clinicians, demonstrated statistically significant and clinically meaningful improvements in PFS for both the pNET and epNET populations. Cabozantinib reduced the risk of disease progression or death by 77% in pNETs and 62% in epNETs, with highly statistically significant results.[footnoteRef:11] These benefits represent substantial disease control in a population with limited remaining treatment options. Importantly, following interim analyses demonstrating superior efficacy with cabozantinib, the independent data and safety monitoring board recommended early termination of the trial. This led to unblinding of treatment allocation and allowed patients in the placebo arm to cross over to receive cabozantinib (from August 24, 2023). [11:  Chan JA, Geyer S, Zemla T, et al. Phase 3 Trial of Cabozantinib to Treat Advanced Neuroendocrine Tumors, 392(7), 653. N Engl J Med 2024.] 

Proposed positioning of cabozantinib
Cabozantinib is an orally administered monotherapy for the treatment of adult patients with progressive pNETs and epNETs after prior systemic therapy, which may include 177Lu-dotatate, sunitinib, or everolimus.
Appraisal history
A summary of the history of the appraisal is provided in Table 1.
[bookmark: _Ref227879275]Table 1: Appraisal history (ID6474)
	Date
	Event

	15 December 2024
	Referral to NICE

	11 February 2025
	Final scope for appraisal 

	14 April 2025
	Company Submission

	15 May 2025
	EAG Report (by BMJ Technology Assessment Group)

	10 September 2025
	First Appraisal Committee Meeting

	22 September 2025
	Cabozantinib approved by Medicines and Healthcare products Regulatory Agency (MHRA) for cabozantinib in adult patients with unresectable or metastatic, well differentiated pNETs and epNETs who have progressed following at least one prior systemic therapy other than SSAs.

	1 October 2025
	Negative Draft Guidance issued

	12 November 2025
	Second meeting of the Appraisal Committee

	16 April 2026
	FDG issued. Recommendations unchanged from those in Draft Guidance


While the appraisal considered both pancreatic (pNETs) and extra-pancreatic NETs (epNETs), this appeal is focused specifically on the epNET population, where treatment options remain more limited.
The basis of the appeal focuses on the Appraisal Committee’s conclusion on a lack of OS treatment benefit (appeal points 1(a).1, 2.1, 2.2, 2.3, 2.4) and the Appraisal Committee’s decision not to consider a recommendation for the lung NETs population alone (appeal points 1(a).2, 2.5). Table 2 demonstrates the cost-effectiveness impacts of these two points highlighting that, if the Appraisal Committee were to reconsider either conclusion, a cost-effective assessment and subsequent positive recommendation for cabozantinib in either the epNET or lung populations is feasible.
[bookmark: _Ref227881069]Table 2: Deterministic base case and scenario analyses for cabozantinib versus BSC
	Scenario
	Cabozantinib versus BSC

	
	Incr. costs, £
	Incr. QALYs
	ICER (£/QALY)

	epNET population

	Company base case
	xxxxxx
	xxxx
	£8,537

	Appraisal Committee preferred assumptions*
	xxxxxx
	xxxx
	£90,297

	Appraisal Committee preferred assumptions with IPCW OS HR=xxx
	xxxxxx
	xxxx
	£18,637

	Appraisal Committee preferred assumptions with OS HR=xxx (OS HR threshold required for £25,000 ICER)
	xxxxxx
	xxxx
	£25,000

	Appraisal Committee preferred assumptions with OS HR=xxx (mid-point of Company and EAG approach)
	xxxxxx
	xxxx
	£25,595

	Appraisal Committee preferred assumptions with OS HR=xxx (OS HR threshold required for £35,000 ICER)
	xxxxxx
	xxxx
	£35,000

	Lung population

	Company base case
	xxxxxx
	xxxx
	£20,554

	EAG base case
	xxxxxx
	xxxx
	£12,737

	Appraisal Committee preferred epNET assumptions**
	xxxxxx
	xxxx
	£112,048

	Appraisal Committee preferred epNET assumptions with IPCW OS HR=xxx
	xxxxxx
	xxxx
	£15,271

	Appraisal Committee preferred epNET assumptions with RPSFTM OS HR=xxx
	xxxxxx
	xxxx
	£15,181

	Appraisal Committee preferred epNET assumptions with OS HR=xxx (OS HR threshold required for £25,000 ICER)
	xxxxxx
	xxxx
	£25,000

	Appraisal Committee preferred epNET assumptions with OS HR=xxx (OS HR threshold required for £35,000 ICER)
	xxxxxx
	xxxx
	£35,000


*Best supportive care as comparator, OS HR=1, Weibull curve for PFS and OS, CABINET trial data for utilities plus decrement from RADIANT-4 for progressed disease, constant discontinuation rate, resource data from Mujica-Mota et al. (2018), apply AEs in the first model cycle, AE disutilities -0.153 (hypertension) and -0.330 (embolism). 
**Appraisal Committee assumptions have been inferred as preferred model assumptions for lung population were not defined
BSC: best supportive care; epNET: extra-pancreatic neuroendocrine tumours; ICER: incremental cost-effectiveness ratio; OS: overall survival; QALY: quality-adjusted life year.
Ground 1(a): 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
As outlined in the ‘Background and appraisal history’ section of this letter, the Appraisal Committee’s conclusion not to recognise an OS benefit associated with cabozantinib for the epNET population was a key driver in the cost-effectiveness evaluation and a decisive factor in the Appraisal Committee’s eventual negative recommendation.
The Appraisal Committee’s failure to recognise an OS benefit for cabozantinib is not aligned to past precedent from previous appraisals in NETs, and represents a failure to act fairly.
Prior appraisals in NETs have acknowledged OS benefits for systemic therapies, despite a failure to demonstrate statistical significance in clinical trials. In RADIANT-4, the randomised, placebo-controlled trial assessing everolimus for the treatment of advanced, non-functional NETs of the lung or gastrointestinal tract, PFS was the primary endpoint and OS a secondary endpoint, was subject to crossover, consistent with the design of the CABINET study. These recognised OS benefits have informed cost-effectiveness analyses underpinning NICE recommendations for these therapies. For example, NICE previously assessed everolimus and sunitinib for treating unresectable or metastatic NETs in people with progressive disease in a multiple technology appraisal in 2017 (NICE TA449).[footnoteRef:12] As part of this appraisal, the Appraisal Committee made a positive recommendation on everolimus in the pNET population concluding in Section 3.3 of the FDG that “despite the non-significant overall survival results and high levels of crossover, both everolimus and sunitinib are clinically effective for treating pancreatic NETs”. The company highlighted this precedent in the Company Draft Guidance Response (pages 10-12).  [12:  National Institute for Health and Care Excellence (NICE). Everolimus and sunitinib for treating unresectable or metastatic neuroendocrine tumours in people with progressive disease (TA449).] 

The Appraisal Committee appears to seek to justify that this precedent is not   relevant to the appraisal of ID6474, noting in the FDG that this is due to the fact that “In this evaluation, at least some of the possible HRs numerically favoured best supportive care” (Section 3.8) which the EAG also refer to as a “crucial difference” (EAG Response to Draft Guidance, page 5). This distinction relies on the Appraisal Committee’s conclusion that the IPCW cannot be preferred to the RPSFTM as a method to adjust for crossover, an assumption which the company refutes as outlined in appeal point 2.3.
Table 3 compares the PFS and OS HRs from RADIANT-3 for everolimus vs BSC in pNETs (TA449) and CABINET for cabozantinib vs BSC in epNETs (ID6474). In both appraisals, the PFS HRs are comparable (0.35 vs 0.38). Following crossover adjustment, whilst the treatment effect for everolimus is slightly stronger than cabozantinib (0.60 vs xxxx), we note the narrower 95% confidence intervals (CI) which indicate more certainty over the treatment effect. Despite this, the Appraisal Committee does not appear to have considered the greater certainty of the treatment effect, representing an overly conservative and inconsistent interpretation of the evidence, particularly in light of previous appraisals where substantially wider confidence intervals were accepted.
[bookmark: _Ref227844825]Table 3: PFS and OS HRs of RADIANT-3 for everolimus vs BSC in pNETs (TA449) and CABINET for cabozantinib vs BSC in epNETs (ID6474)
	
	PFS HR (95% CI)
	Crossover adjusted OS HR (95% CI)*

	RADIANT-3 (everolimus vs BSC, pNET population)
	0.35 (0.27 to 0.45)
	0.60 (0.09 to 3.95)

	CABINET (cabozantinib vs BSC, epNET population)
	0.38 (0.25 to 0.58)
	xxxxxxxxxxxxxxxx


BSC: best supportive care; epNET: extra-pancreatic neuroendocrine tumour; HR: hazard ratio; PFS: progression-free survival; pNET: pancreatic neuroendocrine tumour; OS: overall survival
*RPSFTM crossover analysis used in TA449 and IPCW crossover analysis used in ID6474
The evidence provided in the current appraisal (ID6474) is consistent with the evidence provided for everolimus in TA449, which also represents the same therapy area. Given an OS HR=1 was assumed in the current appraisal (ID6474), this demonstrates the Appraisal Committee has been overly conservative in their assumption and that this approach is aligned to past NICE precedent. 
As per the findings in the Appeal TA962, we understand that Appraisal Committees “should ensure, as far as possible, that their judgements regarding the cost-effective use of NHS resources are consistently applied between appraisals” (Section 33).[footnoteRef:13] Where the subject matter of two appraisals is “sufficiently similar,” Appeal Panels have held that a “meaningful expectation of consistency” applies. Given the treatment landscape and evidence base have not changed radically between TA449 and the current appraisal, the two should be considered sufficiently similar. To ensure consistency and fairness, the Appraisal Committee should reconsider its conclusion on OS in the current appraisal.  [13:  NICE. Appeal decision: Pembrolizumab for treating locally advanced or metastatic urothelial carcinoma (TA692). 23 June 2020.
https://www.nice.org.uk/guidance/ta692/documents/appeal-decision] 

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
Section 3.5 of the Final Guidance Document outlines the Appraisal Committee’s conclusion not to consider the lung population for an optimised recommendation. As outlined in the ‘Background and appraisal history’ section of this letter, the appraisal demonstrates a strong treatment effect in the lung population of CABINET and the analysis demonstrates the lung population was cost-effective.
The Appraisal Committee’s decision not to consider an optimised recommendation in the lung population does not align with the Appraisal Committee’s recommendation in TA449 where separate recommendations for everolimus in the gastrointestinal and lung NETs populations were considered appropriate for decision-making. Section 3.11 of the TA449 Final Guidance Document for NICE states that for everolimus “Separate cost-effectiveness analyses for gastrointestinal and lung NETs are appropriate for decision-making: For gastrointestinal and lung NETs, the committee also considered 3 sets of cost-effectiveness analyses: an analysis with gastrointestinal and lung NETs combined and separate analyses for each tumour site (based on subgroup data from RADIANT-4 provided by the company). The committee understood that prognosis and quality of life can differ by tumour site and agreed that these factors are likely to affect the cost-effectiveness estimates. The committee concluded that the analyses specific to each tumour site were more appropriate for decision-making.”
In direct contrast, the Appraisal Committee in the current appraisal (ID6474) has concluded that a recommendation for the lung NET population cannot be made due to the small sample size in CABINET. Whilst the lung NET subgroup population is smaller compared to RADIANT-4 (n=49 vs n=90), we note the stronger treatment effect and narrower 95% confidence intervals (CIs) observed in CABINET, indicating greater certainty in the estimated treatment effect.  It is also notable, when considering these appeal points, that recently published clinical guidance the European Neuroendocrine Tumor Society (ENETS) within this therapeutic area has considered the CABINET trial data to be sufficiently robust to inform an update to their clinical guidelines, recommending cabozantinib as a treatment option for lung NETs (April 2026).[footnoteRef:14] [14:  Baudin, Eric, et al. "European Society of Neuroendocrine Tumors (ENETS) 2025 guidance paper for lung and thymic carcinoids." Journal of Neuroendocrinology 38.4 (2026): e70174.] 

As outlined in appeal point 1(a).1, given that neither the treatment landscape nor evidence base have changed radically between TA449 and the current appraisal (ID6474), the two should be considered sufficiently similar. Therefore, the conclusion of the Appraisal Committee in the current appraisal is inconsistent as it does not align with the precedent set for everolimus where the lung population was considered separately for decision-making and approved.
Table 4: PFS and OS HRs of RADIANT-4 for everolimus vs BSC in lung NETs (TA449) and CABINET for cabozantinib vs BSC in lung NETs (ID6474)
	
	PFS HR (95% CI)
	Crossover adjusted OS HR (95% CI)*

	RADIANT-4 (everolimus vs BSC, lung population)
	0.50 (0.28 to 0.88)
	Redacted in appraisal

	CABINET (cabozantinib vs BSC, lung population)
	xxxxxxxxxxxxxxxx
	xxxxxxxxxxxxxxxx


BSC: best supportive care; HR: hazard ratio; PFS: progression-free survival; NET: neuroendocrine tumour; OS: overall survival
*RPSFTM crossover analysis used in TA449 and IPCW crossover analysis used in ID6474
Ground 2: The recommendation is unreasonable in 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 
The Appraisal Committee conclusion that there is no OS benefit associated with cabozantinib in the epNET population (assumption of OS HR=1) represents an extremely conservative assumption. Given the totality of evidence considered across the appraisal, in particular the strong PFS data, this conclusion is not considered clinically plausible.
The FDG notes a lack of statistical significance of the CABINET study and the associated crossover analysis (Sections 3.6–3.8). It cites this lack of statistical significance as justification for an OS HR=1; this conclusion is misleading, as it fails to acknowledge that the CABINET trial was not powered to detect an OS benefit. As outlined in the Company Draft Guidance Response (page 9) challenges in demonstrating an OS benefit are common and well-evidenced in NETs clinical trials due to the complexity and individualised nature of the disease pathway; clinical trials being typically designed to permit crossover; and high variation in subsequent treatments following progression. As such, the investigator-led CABINET trial was designed and powered to detect a difference in PFS which is considered the clinically relevant endpoint. This is consistent with previous trials in NETs as outlined in appeal point 1(a).2 and with external methodological guidance, including recommendations from the National Cancer Institute, which identify PFS as an appropriate primary endpoint for phase III studies in well-differentiated NETs.[footnoteRef:15] The Appraisal Committee’s use of the lack of statistical significance in the OS analyses demonstrates a fundamental misunderstanding of the evidence challenges in NETs and is misaligned with the consensus of the clinical community.  We note that the Appraisal Committee has accepted these well-evidenced challenges but, by assuming OS HR=1, has failed to incorporate them into the cost-effectiveness modelling considerations. [15:  Singh S, et al. Consensus report of the 2021 National Cancer Institute Neuroendocrine Tumor Clinical Trials Planning Meeting. 2023.] 

The assumption of OS HR=1 does not reflect the evidence provided across the appraisal, as it:
· Does not reflect the unanimous view of clinical experts that there would be OS benefit associated with cabozantinib, as outlined in appeal point 2.2.
· Does not reflect the CABINET trial data, when adequately adjusted for crossover analysis using the IPCW methodology which numerically favoured cabozantinib, as outlined in appeal point 2.3.
· Does not reflect the evidence on the surrogacy relationship between PFS and OS, as outlined in appeal point 2.4.
In order to reach this assumption, the Appraisal Committee has consistently selected the most conservative assumptions and used the most inflexible interpretations of uncertainty. The Appraisal Committee does consider OS treatment benefit to be plausible (FDG, Section 3.8); however, it fails to adequately distinguish between no treatment effect and a benefit of uncertain magnitude.
In response to uncertainty over the magnitude of OS benefit, the Appraisal Committee failed adequately to explore a range of more conservative assumptions on OS, including a “mid-point” HR, which would have led to a positive recommendation. The IPCW crossover analysis estimated an OS HR of 0.65 and xxxx in the August 2023 and August 2024 data cuts respectively. A threshold analysis indicates that, under Appraisal Committee base case assumptions for the epNET population, by only changing the OS HR, HRs of xxxx and xxxx would be required to be cost-effective at thresholds of £25,000 and £35,000 respectively.
This conservative approach is especially disappointing in the context of NETs, a rare severe disease with high unmet need. The approach fails to apply NICE’s own stated methodology for additional flexibility for rare diseases, for which we note Section 6.2.33 of the NICE Methods and Processes Manual states, in reference to rare diseases that “the committee will be mindful that there are certain technologies or populations for which evidence generation is particularly difficult. […] In these specific circumstances, the committee may be able to make recommendations accepting a higher degree of uncertainty. The committee will consider how the nature of the condition or technology(s) affects the ability to generate high-quality evidence before applying greater flexibility”.[footnoteRef:16]   [16:  National Institute for Health and Care Excellence (NICE). NICE technology appraisal and highly specialised technologies guidance: the manual (PMG36). 2022; updated 2026. Available from: https://www.nice.org.uk/process/pmg36/resources/nice-technology-appraisal-and-highly-specialised-technologies-guidance-the-manual-pdf-72286779244741] 

In short, a HR of 1 is simply implausible. The only reasonable interpretation, based on the evidence put forward, points to the HR being less than 1. An assumption of an OS HR=1 implies a series of clinically implausible conservative assumptions that are illogical, hence the recommendation is unreasonable per the principles established in ex parte Balchin.[footnoteRef:17] [17:  R v Parliamentary Commissioner for administration, ex p. Balchin [1996] 10 WLUK 435] 

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
NICE Decision Support Unit (DSU) Technical Support Document (TSD) 26 highlights that decision-makers must rely on alternative sources of evidence to fill knowledge gaps, typically using expert knowledge, in cases where robust evidence generation is challenging, such as rare diseases.[footnoteRef:18] Given the rare and heterogeneous nature of NETs, challenges in demonstrating a clear OS benefit are well documented. The Appraisal Committee explicitly acknowledged that demonstrating OS benefit in this appraisal is challenging due to crossover, small sample size, and immature data. In such circumstances, NICE methodology requires that expert judgement is given appropriate weight. [18:  Oakley JE, Ren, S., Forsyth, J. E., Gosling, P. G., Wilson, K., Latimer, N., Rutherford, M. J., Uttley, L., Fortheringham, J. . NICE DSU Technical Support Document 26: Expert elicitation for long-term survival outcomes. 2025 Available at: https://www.sheffield.ac.uk/nice-dsu/tsds/full-list] 

Throughout the appraisal, 11 clinical experts were asked to evaluate the OS benefit associated with cabozantinib in the epNET population. All 11 clinical experts indicated they expected cabozantinib to be associated with OS benefit.
First, the company conducted a structured expert elicitation exercise (SEE; n=5). For epNETs, the clinical experts estimated 5-year OS between 5.8% and 15% for BSC and between 12.3% and 24.0% for cabozantinib. The FDG outlined “the wide variation in clinical expert estimates and the issues identified by the EAG with the expert elicitation methodology” (Section 3.8) as limitations of this methodology. We address these both in turn:
· Variation: As noted previously in the FDG, the variation in clinical responses is to be expected given the “heterogeneity within NETs and within the subgroup of NETs each healthcare professional may regularly encounter based on their expertise and their centre’s expertise” (Section 3.8). Despite variation, the results demonstrate that clinical experts anticipate a clear treatment benefit associated with cabozantinib.
· Issues identified by the EAG: We note that both the EAG Report and the First Appraisal Committee Meeting did not contain a critique of the SEE. The EAG Response to Draft Guidance “acknowledges the use of SEEs in cases, such as those highlighted by the company, where there is limited evidence and it may be difficult to generate robust evidence to demonstrate an OS benefit. This method is in accordance with the guidance provided in NICE DSU TSD 26” (page 3). The limitation of the SEE highlighted by the EAG in the Response to Draft Guidance is that clinicians were not provided with the latter data cut of CABINET. The Company maintains that given the magnitude of the treatment benefit estimated by clinicians, the results of the SEE should be factored into Appraisal Committee decision-making.  Regardless, the Company has offered to address this by providing an updated SEE to inform a potential third Appraisal Committee Meeting, should this appeal be successful.
Second, at the Draft Guidance stage, the company interviewed a further four clinical experts, all of whom confirmed they would anticipate an OS benefit associated with cabozantinib in the epNET population.
Third, across the Appraisal Committee Meetings, the clinical experts (n=2) confirmed they would expect an OS benefit associated with cabozantinib. When asked, they estimated the magnitude of this OS benefit, relative to BSC, would be comparable to existing treatments (e.g. everolimus, sunitinib, and PRRT).
In summary, the Appraisal Committee’s assumption of an OS HR=1 is in direct contradiction with all 11 clinical experts asked through the appraisal process, each of whom indicated they would anticipate an OS benefit associated with cabozantinib. Where clinicians unanimously believe an OS treatment effect is likely, NICE should not treat this plausibility as speculative, and the conclusion of the Appraisal Committee cannot reasonably be justified. Especially when considered in conjunction with appeal points 2.3 and 2.4.
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
Section 3.6 of the FDG summarises the crossover analysis explored across the appraisal and concludes that due to the limitations of both methodologies, neither the IPCW nor RPSFTM method could be considered better than the other. The company notes this conclusion is subsequently used to justify an assumption of no overall survival benefit (OS HR=1) in Section 3.8. 
The limitations of the IPCW and RPSFTM methodologies are discussed in the EAG Report, Company Response to Draft Guidance (pp 13-18) and the Addendum to EAG Response to Draft Guidance. They are summarised below in Table 5 and Table 6.
[bookmark: _Ref227882340]Table 5: Summary of appraisal limitations of IPCW crossover analysis
	Limitation of IPCW methodology
	Mitigation provided by the Company
	Response from the EAG

	Insufficient evidence of the no unmeasured confounder assumption
	No evidence of unmeasured confounders with covariates derived through clinician input resulting in a model that included all major prognostic factors
	The EAG considers that this is a reasonable but untestable claim

	Small number of patients crossing over means that it is likely that the IPCW weights will be unstable and highly uncertain
	IPCW weights were highly stable and the EAG’s assertion that IPCW weights were unstable because of small patient numbers and a high percentage of people crossing over is factually inaccurate.
There is no evidence that the IPCW analysis of CABINET is associated with greater uncertainty or risk of bias than other approaches, such as RPSFTM, nor is there evidence for the direction of any potential bias
	The EAG accepts the additional evidence provided as showing the stability of weights over time.
While diagnostic data for the IPCW implementation are not concerning, the small number of switchers relative to model complexity means the analysis is subject to considerable statistical uncertainty, and the results should be interpreted with caution despite the absence of extreme weights


EAG: Evidence Assessment Group; IPCW: Inverse Probability of Censoring Weighting; RPSFTM: Rank Preserving Structural Failure Time Model
[bookmark: _Ref227882347]Table 6: Summary of appraisal limitations of RPSFTM crossover analysis
	Limitation of RPSFTM methodology
	Mitigation provided by the EAG

	RPSFTM becomes less reliable when the ITT hazard ratio is close to 1 because there is little observed difference in survival between treatment arms.[footnoteRef:19] As a result, the method may estimate clinically implausible results (e.g. hazard ratios favouring placebo over active treatment) regardless of any true underlying benefit [19:  Latimer NR, et al. A cautionary tale: treatment switching adjustment methods.
BMC Med Res Methodol. 2024;24:17. https://doi.org/10.1186/s12874-024-02140-6] 

	No mitigation provided

	The RPSFTM produces clinically implausible results
	The company’s argument that the RPSFTM methodology should be rejected on the grounds of clinical implausibility is at odds with the pNET data which shows no benefit regardless of crossover adjustment used


EAG: Evidence Assessment Group; ITT: Intention to treat; RPSFTM: Rank Preserving Structural Failure Time Model
The Company contests the Appraisal Committee’s claim that neither method could be considered better than the other as this falsely implies equivalence of the limitations of each methodology. 
It is noted that the results of the IPCW align in direction and are comparable in magnitude to views of the 11 clinical experts consulted across the appraisal (appeal point 2.2). Conversely, the RPSFTM, produces a result favouring placebo which, in itself, is clinically implausible and therefore unsound. Given the disparity in clinical plausibility between the IPCW and the RPSFTM, the two results cannot reasonably be considered equivalent in their implications for decision-making by the Appraisal Committee. This false equivalence of the limitations of the methodologies directly impacts the Appraisal Committee’s interpretation of the data leading to an assumption of an OS HR=1.
The EAG’s primary justification for using the RPSFTM is that the “EAG considers that the RPSFTM methodology is a reasonable approach that should be considered, especially as it gives a more conservative result than IPCW” (Addendum to EAG Response to Draft Guidance, page 2), and that “limitations in RPSFTM [are] no more concerning than IPCW but [it] considers RPSFTM more conservative around the estimated treatment effect” (Second Appraisal Committee Meeting, Slide 11). The company considers it unacceptable that the EAG prefers a methodology “especially” because it gives a more conservative result, particularly when this is in direct contradiction to the unanimous view of 11 clinical experts (as outlined in appeal point 2.2). This approach has resulted in a systematic bias against cabozantinib.
Based on the totality of evidence, the Appraisal Committee should re-assess the methodological limitations of both the IPCW and the RPSFTM methodologies and reconsider the conclusion that neither methodology can be considered superior. Failing that, as a conservative assumption - if neither methodology is considered superior - the Appraisal Committee should consider a mid-point between the two approaches (noting that cabozantinib would be considered cost-effective up to an ICER threshold of xxxx xx with this treatment effect).
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
Given the evidence presented, from both the literature and clinical experts, of a PFS and OS surrogacy relationship in NETs, it is not reasonable to conclude that no OS benefit would be expected despite a strong PFS benefit in the epNET population (PFS HR 0.38, 95% CI 0.25 to 0.58). 
The Appraisal Committee acknowledged that “While there could be an association between progression-free survival and overall survival, there was not enough evidence to determine the magnitude of overall-survival benefit” (FDG, Section 3.8). The EAG Response to Draft Guidance (pages 3-4) outlines a conservative evaluation of the published literature on the PFS OS surrogacy relationship and concludes by acknowledging that previous literature demonstrates a degree of association between PFS and OS, although there is uncertainty regarding the magnitude. Neither the Appraisal Committee nor the EAG concluded that no association exists; rather, the evidence indicates that the magnitude of the relationship is uncertain. However, in its decision-making, the Appraisal Committee has unreasonably translated this uncertainty into an assumption of no surrogacy. 
This is particularly perverse in the context of the rarity of NETs and Section 4.6.7 of the NICE Methods and Processes Manual, which states that “for certain technologies indicated for rare conditions, [..], the level of evidence [required for surrogacy] might not be as high”.
In contrast to the Appraisal Committee’s conclusion, clinical experts confirmed during the Appraisal Committee Meetings that “they would normally use progression-free survival as a clinically relevant endpoint instead of overall survival” (FDG, Section 3.7). Further, the FDG does not reference the clinical expert interviews conducted to support the Company Draft Guidance Response which indicated that all clinicians consulted (4/4) endorsed PFS as a clinically relevant endpoint and biologically plausible surrogate for OS.
As a result, the Appraisal Committee’s chosen assumptions lack clinical plausibility, implying that following progression, patients who received cabozantinib (xxxx) die sooner than patients who received BSC (xxxx).
The totality of evidence provided across the appraisal (including the published literature and the unanimous views of all clinical experts consulted) strongly supports a surrogacy relationship between PFS and OS. The company considers it unreasonable that, when faced with uncertainty over the magnitude of the surrogacy relationship, the Appraisal Committee concluded that there would be no surrogacy relationship and as such refused to further consider whether the magnitude of the surrogacy relationship was likely to be sufficient to translate into a cost-effective treatment effect associated with OS.  The Appraisal Committee should reconsider this.
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
This appeal point shares background with appeal point 1(a).2. The Appraisal Committee’s conclusion in Section 3.5 of the FDG not to consider a separate recommendation for the lung population is not supported by the available evidence and is therefore unreasonable.
The NICE Appraisal Committee did not explore an optimised recommendation for lung patients which is manifestly unreasonable since the evidence indicates the greatest treatment benefit, highest unmet need, and where separate consideration would be consistent with prior NICE precedent (as per appeal point 1(a).3). Internationally, cabozantinib represents an established treatment option for patients as represented by the addition of cabozantinib to European Society of Neuroendocrine Tumors (ENETS) guidance for treatment of lung patients.[footnoteRef:20] This lack of flexibility is particularly concerning in the context of the rarity of lung NETs alongside the context of Section 6.2.33 of the NICE Methods and Processes Manual. [20:  Baudin E, et al. ENETS 2025 guidance paper for lung and thymic carcinoids. J Neuroendocrinol. 2026; e70174. https://doi.org/10.1111/jne.70174] 

The Appraisal Committee’s conclusion that, “based on clinical expert opinion, a separate recommendation would not be appropriate” is not consistent with the evidence provided by clinical experts across the appraisal: 
· At the Second Appraisal Committee Meeting, clinical experts expressed that “tumour site, tumour functionality and SSTR status can impact the available treatment. So, there are some subgroups with limited treatment options that may benefit more from cabozantinib”. As outlined in Figure 1, there are few treatment options in lung.
· Feedback provided to support the Company Draft Guidance Response indicated that: 
· There are key differences between lung patients and other epNETs patients.
· All four clinicians consulted highlighted a higher unmet need in lung NETs, driven by a more limited range of available treatment options. 
· All experts also consistently identified challenges associated with the fragmented care pathway, noting that management is often less centralised than for other NET subtypes. In addition, a proportion of clinicians (2/4) indicated that lung NETs may represent a more aggressive form of disease. Importantly, all clinicians consulted considered that separate consideration of the lung NET population would be appropriate for reimbursement decision-making. 
This is reinforced by the Evidence Assessment Group (EAG), which acknowledged in the FDG that “grouping lung NETs with other epNETs may be inappropriate and could conceal differences in treatment response” (FDG, Section 3.5).
The Company recognises limitations of the CABINET lung NETs subgroup analysis linked to sample size and issues around trial design. However, the Appraisal Committee should consider the clinical plausibility that the cabozantinib OS treatment effect [OS HR xxxx, 95% CI xxxx xxxx (IPCW adjusted) and OS HR xxxx, 95% CI xxxx xxxx (RPSFTM adjusted)] meets the threshold required to be cost-effective given OS HRs of xxxx and xxxx would lead to ICER thresholds of £25,000 and £35,000 respectively. This should especially be considered in the context of the high unmet need in lung NETs and the rarity of the disease.
Requested outcome following appeal

The Company respectfully requests the Appeal Panel return this appraisal to the Appraisal Committee for further consideration with the following directions:
· The Appraisal Committee should reconsider its estimation of OS benefit, to take into account the evidence provided demonstrating OS benefit (OS HR < 1) on the basis of the following:
· There is past precedent to consider OS benefit in NETs despite non-significant OS results.
· The unanimous view of all clinical experts consulted across the appraisal indicates that they would anticipate OS benefit associated with cabozantinib.
· The IPCW crossover analysis should be preferred over the RPSFTM based on clinical validity and methodological limitations.
· There is a clear evidence surrogacy relationship between PFS and OS demonstrated in the literature and supported by clinical expert opinion.
· At minimum, the Appraisal Committee should consider an optimised recommendation in the lung NETs population where results are strongest, unmet need is highest, and in line with past NICE precedent, as supported by recent inclusion in ENETS guidelines. 
Yours sincerely
XXXX
XXXX XXXXXXX
XXXXXXX XXXXXXX
Ipsen U.K. & Ireland
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