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Dear Dr Chakravarty,

Final Draft Guidance Document – Cabozantinib for previously treated differentiated thyroid cancer unsuitable for or refractory to radioactive iodine [ID4046]
Introduction

Ipsen Limited is appealing the negative recommendation in the NICE Final Draft Guidance (FDG) for ID4046 because NICE has failed to take a reasonable and balanced view of the evidence presented. This includes the impact of the assumptions on variables informing the cost-effectiveness results and failing to take a balanced view and logical approach in this appraisal when considering the challenges that have occurred. This includes the methods and inputs to predict long-term survival estimates, selection of utility values and use of compliance or dose intensity values. Different combinations of these variables, which if logically considered and applied, would fall within the lower half of the £20,000-£30,000 cost per quality-adjusted life year (QALY) threshold i.e. £25,000 or less, which is what the FDG has stated the NICE committee would prefer to see (“the committee concluded that the maximum acceptable [incremental cost-effectiveness ratio] ICER would be within the lower half of the £20,000 to £30,000 per QALY gained range”, Section 3.13, FDG) (although this is different to TA535 where the ICER was above £30,000 per QALY).1 The committee’s selection of variables leading to the conclusion that the most-likely cost-effectiveness estimate is in the higher end of the cost-effectiveness range at £28,200 per QALY is biased and unreasonable. There are also process inadequacies in that the decision-making process that is not fully and transparently described in the FDG in accordance with the NICE Process and Methods Manual (PMG36).
The appeal is being made on the following permitted grounds:

Ground 1(a): NICE has failed to act fairly.

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

Background
Thyroid cancer is a rare type of cancer that affects the thyroid gland. Thyroid cancers can be differentiated or undifferentiated, with differentiated thyroid cancer (DTC) cells retaining the appearance of normal thyroid cells and usually growing slowly.2 There are 4 main types of thyroid cancer: papillary, follicular, medullary and anaplastic. Two common types of DTC, papillary and follicular carcinomas, have similar management and prognosis. DTC is the most common form of thyroid cancer and accounts for ~90%-95% of all diagnosed cases and only 10% of patients with DTC become radioactive iodine (RAI) refractory.3–6
Survival rates for radioactive iodine (RAI) refractory DTC is uncertain and is dependent on the availability of systemic therapies and prognosis of patients. For RAI-refractory DTC (RR-DTC), the 5-year, 10-year and 15-year survival rates are 66%, 10% and 6% respectively.3,7,8 Mortality rates become much worse for patients following progression from first-line therapy (lenvatinib or sorafenib) if no salvage therapy is received. Studies have shown that median overall survival (OS) of patients who did not receive salvage therapy after progressing from a targeted single agent tyrosine kinase inhibitor (TKI) ranged between 10 months and 22 months.9,10
NICE TA535 recommends both sorafenib and lenvatinib as treatment options for DTC after RAI.1 NICE TA742 recommends selpercatinib for use within the CDF, as an option for treating advanced RET (rearranged during transfection) fusion-positive thyroid cancer in adults who need systemic therapy after sorafenib or lenvatinib.11 Therefore for patients who fail first-line therapy with lenvatinib or sorafenib and do not have a RET mutation there are no second-line (2L) treatment options and this has been the case since TA5351 was issued in 2018. 

The proposed position of cabozantinib is as monotherapy for locally advanced or metastatic RAI-refractory DTC, in adults who have progressed during or after TKI therapy i.e. a second-line option after lenvatinib or sorafenib, that fulfils a significant unmet need in England and Wales.

As a rare disease, there is only a small patient population, estimated to be around 80 patients eligible for cabozantinib in the NICE Budget Impact Test (BIT) evaluation. Cabozantinib demonstrated a statistically significant benefit in progression-free survival (PFS) in the pivotal COSMIC-311 trial (HR 0·22 (96% CI 0.13-0.36; stratified log-rank p-value <0.0001), but due to significant numbers of patients crossing over (following progression) from placebo to cabozantinib at an early stage of the trial, and the limited number of death events within the time period of the trial it is difficult to demonstrate a clear OS benefit. This fact goes hand in hand with the challenges in gathering long-term data in a scientifically robust way and hence addressing all possible questions and uncertainty.

Against this background the company is disappointed by the conclusion of the committee as set out in the FDG and believes this is incorrect.

The purpose of Table 1 is to provide the reader with an overview of how different assumptions impact the ICER and enable the reader to better understand the context for some of the appeal points below. 
Table 1: ICERS from ID4046 using different inputs/assumptions to those used by the NICE committee for their most plausible ICER

	Row
	Data source
	PFS
	OS
	TTD
	Dosing method
	Utility
	Modified ICER

	NICE committee plausible ICER and preferred assumptions/inputs

	1
	2L only
	Weibull
	Exponential
	Weibull
	Compliance
	COSMIC-311 PFS and Fordham PD
	28,200

	Alternative data inputs/assumptions (red = changed input from NICE committee plausible ICER

	2
	2L only
	Weibull
	Exponential
	Weibull
	Compliance
	COSMIC-311
	26,002

	3
	2L only
	Weibull
	Exponential
	Weibull
	Compliance
	DECISION
	26,348

	4
	2L only
	Weibull
	Exponential
	Weibull
	Compliance
	Fordham unadjusted
	25,181

	5
	2L only
	Weibull
	Exponential
	Weibull
	RDI
	COSMIC-311 PFS and Fordham PD
	25,111

	6
	2L only
	Weibull
	Exponential
	Weibull
	RDI
	Fordham unadjusted
	22,423

	7
	2L only
	Weibull
	Exponential
	Weibull
	RDI
	COSMIC-311
	23,154

	8
	2L only
	Weibull
	Exponential
	Weibull
	RDI
	DECISION
	23,462

	Blended 2L survival analysis using methods by Che et al (2023)12

	Committee preferred assumptions for all data inputs/assumptions apart from Blended Survival Analysis

	9
	2L Blended
	Weibull
	Blended
	Weibull
	Compliance
	COSMIC-311 PFS and Fordham PD
	25,771

	10
	Alternative data inputs/assumptions using Blended Survival Analysis

	11
	2L Blended
	Weibull
	Blended
	Weibull
	Compliance
	COSMIC-311
	22,592

	12
	2L Blended
	Weibull
	Blended
	Weibull
	Compliance
	DECISION
	23,099

	13
	2L Blended
	Weibull
	Blended
	Weibull
	Compliance
	Fordham unadjusted
	23,436

	14
	2L Blended
	Weibull
	Blended
	Weibull
	RDI
	COSMIC-311 PFS and Fordham PD
	22,961


	15
	2L Blended
	Weibull
	Blended
	Weibull
	RDI
	COSMIC-311
	20,126

	16
	2L Blended
	Weibull
	Blended
	Weibull
	RDI
	DECISION
	20,516

	17
	2L Blended
	Weibull
	Blended
	Weibull
	RDI
	Fordham unadjusted
	21,035


Ground 1a: NICE has failed to act fairly. 
1(a).1
The committee’s decision to selectively use utility values from two different sources for the PFS and PD health states is arbitrary, biased, flawed and inconsistent with the NICE Methods Manual.
The committee has preferred to use a utility value from the COSMIC-311 trial for the progression-free survival (PFS) health state and a different value from a vignette study by Fordham et al. (2015)13 for the progressed disease (PD) health state. This approach to combine two different sources of data is illogical and lacks scientific rationale. In addition it is not stated that this inconsistent approach is allowed in Section 3.9 of the NICE Processes and Methods Manual.

EQ-5D was collected in the COSMIC-311 trial and the health state utility values derived are XXXX  for PFS and XXXX  for PD. However, the limited impact on utility associated with progression (possibly as a result of limited follow-up and more specifically a low number of quality of life (QoL) assessments in the progressed state) did not appear to be consistent, given the difference between PFS and PD states observed in other models and appraisals in advanced thyroid cancer and this inconsistency was also validated by UK clinicians in an advisory board. 
For example, health state utility values from the DECISION trial of sorafenib in a first-line setting (measured using the EQ-5D) used in multiple-technology appraisal (MTA) (TA535) by the assessment group were 0.72 and 0.80 for patients in PFS receiving sorafenib and best supportive care (BSC) arms respectively, while individuals in PD state had a utility of 0.64. This equates to a much larger impact associated with progression than that observed in the utility analyses of the COSMIC-311 data.1 Also, a vignette study by Fordham et al. (2015)13, which aimed to estimate health state utilities in individuals with RR-DTC has also been used and accepted in several NICE appraisals in this clinical area, including TA742 in a second-line thyroid cancer setting and TA51611,14 in a first-line setting. In this study, unadjusted utilities of 0.80 and 0.50 were estimated for the PFS and PD states, respectively. However, the Evidence Assessment Group (EAG) explained to the NICE committee that Fordham et al. (2015)13 values were only accepted in previous submissions due to the lack of EQ-5D data in pivotal trials.
The company decided as the duration of PD follow up was shorter than patients would be expected to spend in PD in real life in the trial, it was possible that the PD value from the COSMIC-311 trial is not fully reflective of the PD state as a whole. Due to this lack of validity of the COSMIC-311 HRQoL data, Fordham et al. (2015)13 utilities for PFS and PD were used in the base case in the submission made in September 2021. In the first committee meeting in March 2022 the committee decided that the COSMIC-311 utility of XXXX  should be applied for the PFS health state but that the Fordham et al. (2015) utility value of 0.5 applied the PD health state. This combining of utility values from different source is inappropriate and lacks any sort of scientific approach.

Therefore in our response to the Draft Guidance (DG) in addition to focusing the patient population on a pure second-line population (as no current treatments are recommended by NICE) the company decided to be consistent regarding data sources and align as closely as possible to the NICE reference case for utilities in the NICE Processes and Methods Manual (PMG36) and apply the COSMIC-311 utility values for both PFS and PD health states. The company also presented utility values that were used in in TA535 which came directly from a trial (DECISION) as an alternative sensitivity analysis.13
In Section 3.9 of the FDG it states “The committee agreed that their preference was to use utility data directly from the COSMIC-311 trial. But this data should be robust, free of bias and clinically plausible. The committee was not confident that this was the case for the utility value in the post-progression state. So, the committee still preferred the progression-free state utility value from COSMIC-311 and the unadjusted post-progression utility value from Fordham et al. (2015).”13
This conclusion contradicts the committees stated desire for data to be robust, free from bias and clinically plausible and what is written in the NICE Process and Methods Manual (PMG36) (Section 4.3) in terms of preferred sources of data for EQ-5D as illustrated in the Figure 1 below. 

Figure 1: NICE Process and Methods Manual (PMG36) – Hierarchy of preferred health-related quality-of-life methods15
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As can be seen the vignette method is lowest in the hierarchy and so it has its own limitations as well as that those that arise in the COSMIC-311 study for the PD health state as described above. Nowhere does the NICE Process and Methods Manual (PMG36) state that different data sources can be applied to PFS and PD health states, therefore, the committee in combining different sources and methods to derive the utility values lacks logic and scientific rationale. Table 1 (rows 2 to 4) illustrates that the impact of using other utility values from the same source assuming all other preferred assumptions taken by the NICE committee remain the same. The committee should not only have recognised the directly measured COSMIC-311 utilities has its weaknesses, as it did for the PD health state, but it should have recognised the Fordham et al. (2015)13 vignette study has its own weaknesses by its design. This challenge of different utility sources has been nicely illustrated by Briggs et al. (2019)16 in a case study for utilities from a trial and ones from a vignette where they describe the values obtained as “you get what you measure” and “you get what you describe” for each of the methods. The committee has failed to take a balanced pragmatic view of the strengths and weaknesses of these methods. Even worse with its mix and match approach for utility sources for the PFS and PD health states it has compounded the issue which is flawed.
Finally, this approach taken by the committee begs the question what would have been the NICE committee’s reaction if the company had taken this inconsistent approach for the utility values for the PFS and PD health states? Ipsen suspects the company would have been viewed as cherry picking and not following the NICE Process and Methods Manual (PMG36) and as such the committee’s approach is unfair.
Ground 2: The recommendation is unreasonable in the light of the evidence submitted to NICE
2.1
The committee has failed to take a balanced view of the strengths and weaknesses of the survival extrapolation methodologies in the modelled population and that of expert opinion alongside it.
The more traditional parametric survival analyses were applied to the health economic model to predict long-term survival but long-term survival predictions, especially for the BSC population are not in line with expert clinician estimates. A novel alternative blended survival curve was also employed to illustrate what long-term survival could be making use of clinical expert predictions. Despite neither method being perfect the blended survival curve results have been dismissed which is unreasonable when all approaches are looked at in their totality.
Section 3.7 of the FDG states:
“The EAG stressed that neither its analysis nor the company’s analysis was ideal for modelling OS and that this was unresolvable given the limited and immature data available.”

“The committee agreed that it was uncertain whether the OS models done by either the company or the EAG reflected the true long-term benefit of cabozantinib on OS. It acknowledged that the blended survival analysis based on the second-line-only population was helpful to consider as an alternative approach to modelling OS, but noted the resulting OS models did not fit the observed data well in this case.”

The committee also commented that “the curves appeared to have been manipulated to fit the clinical expert estimates of survival while ignoring the fit to the observed data from the trial. It was also unclear what function had been used to fit the observed data in the blended survival analysis. The company indicated that it was an exponential function but were unable to confirm that this was the case in the second committee meeting. The EAG noted that, if an exponential function had been used, then it was unclear why the curve deviated significantly from the EAG model in the initial period, as both used an exponential function. The committee noted the lack of transparency around the blended survival analysis. Because of this, the committee concluded that the exponential function used by the EAG for modelling OS in both treatment arms was preferable for its decision making.”

The company believes the committee’s conclusions are unreasonable in dismissing the blended survival analysis because it does aim to fit the survival extrapolations to match the expert predictions for the percentages of patients who would be expected to be alive at 2, 5 and 10 years in the cabozantinib and BSC arms as these were significantly below what was modelled from the committee’s preferred parametric exponential survival curves.
The company does recognise we were unable to answer some of the committee’s questions on the day and would have been happy to provide these answers afterwards but the NICE appraisal does not allow this in our experience and the chair wanted the answer in the meeting that day. In addition there were no clinical experts at the second committee meeting who could have offered a view on the blended survival analysis.
Nevertheless, even a layperson could conclude that the long term OS might lie somewhere in the middle at least by looking at Figure 2 for the different extrapolation curves that are produced from the exponential function of the parametric survival curve and that from the blended survival analysis. This is especially true for the BSC patient population taking into account the high crossover of patients to the cabozantinib arm due to progression in the trial. In addition, despite applying the method of the rank-preserving structural failure time (RPSFT) model to adjust for the impact of the crossover effect during the trial period these methods are not without their weaknesses also and may not fully capture the trajectory of the BSC arm.

Figure 2: Survival extrapolations based on exponential function and alternative Blended Survival Analysis – slide 10, NICE committee Meeting 2 (11th May, 2023)
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The EAG in their report (after the company’s response to the DG) on the blended survival analysis state that alternative flexible survival distributions could have provided a better fit for the data. This issue regarding the use of alternative flexible survival distributions had already come up in the Clarification Questions (question B1). The use of flexible parametric models, despite their increased use for oncology models, would not offer an improvement to the current limitations in the model, and are therefore not deemed appropriate. As the Kaplan-Meier (KM) curves from the COSMIC-311 trial are relatively short, the extrapolation for these curves is subsequently long. Recently, there has been an increasing recognition that external long-term validity is essential when the extrapolation period is substantial with heavy censoring in the trial data.17–20 Current guidelines recommend the inclusion of both statistical criteria for model fitting as well as clinical plausibility of extrapolation, which may be achieved through the use of external data or expert opinion.21 Even with flexible survival modelling, as the curves are modelled independently, we still anticipate the OS curve tails for cabozantinib and BSC to cross, producing unrealistic predictions. This is due to the flexible parametric models anticipated to model more closely to the observed data for which there is a sudden drop in the cabozantinib observed KM data and a flattening of the BSC KM, due to low patient numbers, expected to produce crossing curves which have been validated as being unrealistic by clinicians at an advisory board held in August 2022.

Finally at the first committee meeting, slide number three has a clear statement from clinical expert stating “I cannot think of a single patient who has survived more than 2 years beyond progression on lenvatinib, unless further therapy has been available.”
Therefore it would not be unreasonable to think that the survival of BSC patients might be even worse than that shown in Figure 2 for the blended survival arm with the curve following a trajectory beneath it. Table 1, row 9 shows the ICER from the blended survival analysis compared with the committee’s preferred survival analysis (row 1). 
There are often issues in oncology appraisals arising from uncertainty with the long-term survival benefit. This was indeed the case for the lenvatinib and sorafenib DTC appraisal (TA5351). In TA535 (Section 1) the committee concluded:

“…..lenvatinib and sorafenib also increase the length of time people live, but it is uncertain by how long. 

The cost-effectiveness estimates are higher than what NICE normally considers acceptable, and lenvatinib and sorafenib do not meet NICE's end-of-life criteria. But the treatments do increase length of life and there are no other treatments available for the condition. Also, the cost-effectiveness estimates do not capture the benefits of people having a response to treatment, that is, an improvement in symptoms.”

In conclusion the company believes the committee has been unreasonable in not taking a step back and considering the totality of the evidence presented amid the uncertainty that exists and that the answer may be somewhere in the middle at least. It is also unfair that in TA535 the committee should make a positive recommendation in the same disease area despite the cost-effectiveness estimates being above that NICE would normally accept (above £30,000 per QALY) but in this appraisal we have an entirely different and inconsistent approach taken by the committee regarding thresholds for DTC (see objection 2.7). 
2.2
The committee’s decision to selectively use utility values from two different sources for the PFS and PD health states unreasonable as it is arbitrary, biased, flawed and inconsistent with the NICE Process and Methods Manual (PMG36).

The committee has preferred to use a utility value from the COSMIC-311 trial for the progression-free survival (PFS) health state and a different value from a vignette study by Fordham et al. (2015) for the progressed disease (PD) health state. This approach to combine two different sources of data is illogical and lacks scientific rationale. In addition it is not stated that this inconsistent approach is allowed in Section 3.9 of the NICE Process and Methods Manual (PMG36).

See objection 1(a).1.
2.3
The committee’s decision that dose intensity should not be used instead of compliance despite precedence set in TA535 for lenvatinib because cabozantinib is flat priced is inconsistent with the previous DTC appraisal (TA535) and unreasonable.
The company originally used compliance instead of relative dose intensity (RDI) in its original submission in September 2021. During the NICE review process the company used RDI because it believed it was the most appropriate way of deriving the true cost per cycle of cabozantinib and more importantly is consistent with the use of RDI in past NICE appraisals for DTC, particularly TA535 for lenvatinib and sorafenib where lenvatinib like cabozantinib is flat priced.
In the FDG (Section 3.11) it states:

“The EAG explained that the issue having not been pursued in past appraisals was not sufficient justification for the inappropriate use of relative dose intensity adjustment in this appraisal.” 

“The committee acknowledged that the relative dose intensity approach aligned with methods used in previous technology appraisals. But it concluded that the EAG’s adjustment based on adherence was more appropriate for decision making, because it reflected the true drug acquisition cost of cabozantinib to the NHS.”
Consistency in NICE decision making is becoming more of an issue in terms or ensuring equity and fairness for companies involved in the process, especially if in the same therapy area. In TA5351 the cost of lenvatinib treatment was calculated using RDI despite it being flat priced i.e. the cost per tablet/capsule is the same irrespective of the strength of the tablet/capsule. If it had been calculated another way such as using compliance then this would likely impact the derived ICER. Like lenvatinib, cabozantinib is also flat priced and therefore it is unreasonable to apply one method of calculating drug cost for one appraisal in the same therapy area and not in another to as to be fair and enable consistency for stakeholders in decision making by NICE committees. Table 1, rows 5-8, illustrate the impact of these two different assumptions for calculating drug cost.
2.4
The committee’s has failed to consider the challenges in generating data for a rare disease in line with Section 6.2.34 of NICE Process and Methods Manual (PMG36).
As discussed in appeal point 2.1 above there is uncertainty about the long-term OS benefits of cabozantinib in the absence of any further long-term follow-up data collection and also what happens to patients on BSC over the long-term if they receive no further treatment after first-line therapy i.e. natural history data. There are challenges in generating such data which includes the relative rarity of radioiodine-refractory DTC (RR-DTC) which has not been considered by the committee.

Ipsen has made every effort to try and address this lack of long-term follow-up data from COSMIC-311 and also the lack of natural history data to better inform the Committee’s decision making. This has included requests to the US based study sponsor of COSMIC-311 (Ipsen was not the study sponsor) and asking clinical experts across the UK and Europe for any source of natural history data from for example registries but no clinical expert was able to suggest a data source due to the rarity of the RR-DTC specifically in the second-line setting.
The company discussed this issue with Linda Landells (the assigned Associate Director to this appraisal, prior to being replaced by Jasdeep Hayre) at the Decision Problem meeting in September 2022 and it was agreed that cabozantinib would not be an appropriate candidate for the Cancer Drugs Fund (CDF). We also discussed this again with the NICE Commercial team in January 2023 who also agreed the CDF was not appropriate. The company also responded to further questions on this long-term follow-up data topic at the first committee meeting and again at the second committee meeting for members who had not attended the first committee meeting. We also drew attention to the fact that the CDF may not always resolve uncertainty from committees (ABPI paper)22 and so sometimes committees have to make decisions despite not having a perfect data set but should in these circumstances take into account all factors in its decision making. 

Section 6.2.34 of the NICE Process and Methods Manual (PMG36) states “…. the committee will be mindful that there are certain technologies or populations for which evidence generation is particularly difficult because they are rare diseases.” Thyroid cancer is a rare cancer and data generation particularly for RR-DTC in a second-line setting will be more challenging because of the small size of the population – the NICE budget impact test (BIT) model estimated that only around 80 patients would be eligible for treatment with cabozantinib. There appears to be no acknowledgement of this in the FDG.
2.5
The committee’s conclusions and decision making regarding the ICER threshold for this appraisal do not take into account all the factors identified in NICE’s Methods Guide.
The NICE Process and Methods Manual (PMG36) under Structured decision making – Section 6.2.7 state the committee's decisions on clinical effectiveness take account of the following factors including views expressed by clinical experts and patients experts/carers living with the condition. However the views of patient experts has not been taken into account. 
The NICE Process and Methods Manual (PMG36) under structured decision making – Section 6.2.7 state the committee's decisions on clinical effectiveness take account of the following factors:

The nature and quality of the evidence derived from:
· the written evidence submissions

· the analysis of the external assessment group

· the views expressed by the clinical experts and, if relevant, specialist committee members, particularly their experience of the condition and the technology in clinical practice

· the experience of the patient experts, carers and specialist lay committee members of living with the condition and using the technology being considered.

· Uncertainty generated by the evidence and differences between the evidence submitted for regulatory approval and that relating to effectiveness in clinical practice.

· The possible differential benefits or adverse outcomes in different groups of patients.

· The impact of benefits and adverse outcomes associated with the technology as seen from the patient's perspective.

· The position of the technology in the overall care pathway and the alternatives to the technology that are established in clinical practice.

Of the above factors there has been no consideration of the patient perspective or experience as no submissions were made by patient organisations nor were there any patient organisations or patient experts present at the first or second NICE committee meeting. Thus the voices of these stakeholders has neither been heard nor taken into account for decision making. 
2.6
The committee’s conclusions regarding the appropriate ICER threshold for this appraisal do not assess uncertainty in a balanced way nor do they take into account the likelihood of decision error and its consequences in accordance with NICE’s Methods Guide.
The NICE Process and Methods Manual (PMG36) under Structured decision making: value for money states within Section 6.2.28 the committee should take into account “the likelihood of decision error and its consequences.” The committee have failed to appropriately consider this aspect in its decision making by taking into account all the evidence that has been presented. 
The strengths and weaknesses of the evidence provided in this appraisal with regard to the long-term survival predictions, the choice of utility values and methods to calculate drug costs have been described in detail under appeal points 2.1; 1(a).1 and 2.2; and 2.3 respectively. Table 1 clearly illustrates that despite different assumptions the ICER for the cost-effectiveness of cabozantinib has remained within NICE’s £20,000-£30,000 per QALY threshold. Therefore this should provide a degree of assurance and that the likelihood of decision error is low and as the patient population is very small that will be treated (<80) the risk and consequences of making a wrong decision are low. In the FDG, the committee does not appear to have reasonably factored this into its decision making.
2.7
The committee’s conclusions regarding the plausible ICER and maximum acceptable ICER thresholds is unreasonable as it is arbitrary and mired in obfuscation.
The Draft Guidance (DG) and Final Draft Guidance (FDG) have changed their recommendations as to what the maximum acceptable ICER is which is unexplained considering the committee has not changed its preferred assumptions. Whilst it may be considered helpful to the company that the committee now believes the maximum acceptable ICER is within the lower half of the £20,000 to £30,000 per QALY range in the FDG compared to the DG where the maximum acceptable ICER would be at the lower end of the range it is arbitrary especially when one considers the different ICERs that have been presented, all of which have a degree of uncertainty but all sit within the £20,000 to £30,000 per QALY range. 
In the DG issued on 04 April 2023 the committee concluded that “there was uncertainty in the cost-effectiveness estimates. So, it considered that “the maximum acceptable ICER would be at the lower end of the £20,000 to £30,000 range normally considered a cost-effective use of NHS resources.”

This is in line with an email sent to the company on 20 March 2023 following the second committee meeting on 16 March 2023 from the NICE Associate Director in the appraisal which stated, “The committee has indicated that it is willing to accept an ICER in the low £20,000’s per QALY gained.”

However, the FDG issued on 15 June 2023 stated that “the committee concluded that there was uncertainty in the cost-effectiveness estimates. So, it considered that the maximum acceptable ICER would be within the lower half of the £20,000 to £30,000 range normally considered a cost-effective use of NHS resources.”

An email to the company on 15 May 2023 following the second committee meeting on 11 May 2023 from the NICE Associate Director in the appraisal stated, “The committee has indicated that it is willing to accept an ICER in the middle of the £20,000 to £30,000 per QALY gained range.”

These statements could be construed as applying some degree of gamesmanship and arbitrariness in the committee’s choosing of the preferred threshold as the committee did not change any of its preferred assumptions and ICER i.e. £28,200. This is neither fair nor reasonable.

As described in the appeal points above and illustrated in Table 1 Ipsen believes NICE has failed to be reasonable in considering all the possible assumptions and their implications on the ICER which would in many cases fall within the middle of the ICER threshold range or lower. It is also unreasonable that in TA5351 the committee should make a positive recommendation despite the cost-effectiveness estimates being above that NICE would normally accept (i.e. above £30,000 per QALY) despite committee concerns regarding the uncertainty of long-term survival of both medicines evaluated in TA535, but in this appraisal we have an entirely different and inconsistent approach taken by the committee regarding thresholds for the same disease.
Table 1 clearly demonstrates changes in assumptions can make a difference to the ICER being toward the lower end of the £20,000 – £30,000 per QALY ICER range or the upper end but they are still within the range. All assumptions for the inputs have a degree of uncertainty about them as argued in appeal points 1(a).1 and 2.1 and so it is unreasonable and unfair for the committee to gravitate just to the upper end of the range using the worst case assumptions.
The determination of this appeal
Ipsen requests that this appeal should be determined at an oral hearing. 
Requested outcome following appeal
There are two options in Ipsen’s view that should result from this appeal which Ipsen respectfully requests the Appeal Panel to return this appraisal to the appraisal committee for further consideration with the following directions in order of priority:
1. That NICE withdraw the recommendation in the FDG and makes a positive recommendation for cabozantinib which fully takes into account all of the assumption inputs for the health economic analysis which means that there are many instances where the results could reasonably fall in the lower half of the cost-effectiveness thresholds of £20,000 to £30,000 per QALY which the FDG has stated the committee would prefer. It should also consider the likelihood of decision error and its consequences especially in the context of the unmet need and relative rarity of RR-DTC in the second-line setting. This would be a sensible pragmatic solution which would avoid another committee meeting at a time when NICE capacity challenges still remain based on Ipsen experience.

2. The Appeal Panel to return this appraisal to the appraisal committee for further consideration with the following directions:
· To reconsider in accordance with NICE’s Processes and Methods Guide and provide clarity in relation to the change in their decision making

· The ICER threshold for this appraisal taking into account what was accepted in TA535
· The most plausible ICER calculated by the committee when considering there are other assumptions that could reasonably be considered and applied
· To fully take into account the clinical expert estimates for the long-term survival for cabozantinib versus BSC and consider at the very least that the OS benefit of cabozantinib may lie between the blended survival analysis and that currently preferred by the committee recognising all methods have a degree of uncertainty but warrant a pragmatic decision.
· To correctly apply what is described in Section 3.9 of the NICE Process and Methods Manual (PMG36) and reconsider all the utility values that could be applied to the health economic modelling analysis for the PFS and PD health states and not just the one that provides the highest ICER using an inconsistent approach from two different sources for the PFS and PD health states. 
· To reconsider the fairness and consistency of diverging from TA5351 by not considering the use of RDI instead of compliance and the application of these in the health economic modelling analysis

Yours sincerely,

XXXXXXXXXXXXX
XXXXXXXXXXXXXXXX, UK and Ireland
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