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20 July, 2023

Dr Mark Chakravarty

Lead non-executive director for appeals 

National Institute for Health and Care Excellence

2nd Floor

2 Redman Place

London E20 1JQ

Dear Dr Chakravarty,

Final Draft Guidance Document – Cabozantinib for previously treated differentiated thyroid cancer unsuitable for or refractory to radioactive iodine [ID4046] – Ipsen response to Initial Scrutiny Letter
Thank you for your considered assessment of Ipsen’s appeal letter. We take the opportunity to respond to each of your responses to our appeal points. In general we are in broad agreement with your decisions on our appeal points and reflect this in this letter but we would like to draw your attention to appeal point 2.3 and ask that you reconsider this as we feel deserves further challenge and should also be referred to the Appeal Panel.
Ground 1(a): In making the assessment that preceded the recommendation, NICE has failed to act fairly

Appeal point 1a.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."

We note you are not minded to refer this appeal point 1(a).1 to the Appeal Panel but that you believe that our first two arguments would form the basis of a Ground 2 appeal point, under appeal point 2.2 rather than a Ground 1 appeal point which we agree with and will present our case at the oral hearing. As such we have no further comments to make under appeal point 1a.1.

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

Appeal point 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."
We note that you agree that this is arguably unreasonable and are minded to refer this appeal point to the Appeal Panel. This is critical element of this appraisal and we look forward to making our case to the appeal panel at the oral hearing.
Appeal point 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)."

We note in your response to appeal point 1(a).1, that our arguments are more appropriate to appeal point 2.2 which you are minded to refer to the Appeal Panel. We look forward to arguing our case to the appeal panel at the oral hearing as we feel there is an important precedent at play here which has wider ramifications.

Appeal point 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."

We understand that you are not minded to refer this Appeal Point to the Appeal Panel. You have stated that what a committee decides in terms of its assumptions, does not set a precedent or bind the Committee in this case and that this means two committees may reasonably reach different conclusions when faced with the same question.
We respectfully disagree with this and suggest that this causes several issues in a broader context. The lack of consistency in NICE Committees and failure to take account of precedents causes much angst and uncertainty among companies in their submissions because there is ultimately no certainty for companies in how consistently NICE Committees will assess an appraisal. Indeed, when companies garner NICE Scientific Advice, NICE often advises companies to learn the lessons from prior appraisals with regard to the Committee’s discussions and preferred assumptions. Therefore, the fact that NICE Committees place so much emphasis on the uncertainties in the assumptions in the evidence base and health economic model, yet are generally free to choose what to apply (or not) from previous appraisals in the same therapy area is imbalanced and creates confusion and unpredictability. It effectively creates an unarguable situation for companies in terms of plausible assumptions, even if several might be reasonable, as the goalposts can seemingly be moved at will by a NICE Committee. Furthermore, the NICE Pathway Pilots that are underway are actually trying to create a core health economic model and assumptions that can be applied consistently for new medicines entering the treatment pathway for that therapy area. The well-known doctrine of precedent within the English legal system means that  prior verdicts and decisions in case history play a key role in binding or persuading future outcomes. As NICE is held in such high regard in its decision making and held up as the gold standard for HTA recommendations in the UK and other countries, this lack of consistency may undermine its credibility. 

Therefore, we would ask on this appeal point that a NICE committee take into consideration all the different assumptions in a balanced way as described in our appeal point 2.6 and the risk of decision error and its consequences according the NICE Process and Methods Manual (PMG36) under Structured decision making within Section 6.2.28. The impact of the ICER results for relative dose intensity versus compliance is illustrated in Table 1 of our appeal letter dated 29 June, 2023 is not that great all results fall in the £20,000 - £30,000 cost per QALY range and like so many inputs and assumptions in a health economic analysis subject to a degree of uncertainty and variability.
Appeal point 2.4: " The committee 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)."

We note you are not minded to refer this Appeal Point to the Appeal Panel and that a related point as to the likelihood of decision error and its consequences, which is affected by the small population size, is covered separately in Appeal Point 2.6 below. Therefore we accept your position on this point and will bring it into our arguments under Appeal Point 2.6.
Appeal point 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."

We note you are not minded to refer this Appeal Point to the Appeal Panel as it is not clear what further steps the Committee could or should have taken to take into account submissions from patient organisations or patient experts, because no such submissions were made, and no patient organisations or patient experts attended either Committee meeting. We agree that this is not necessarily the committee’s remit and probably on reflection is not an appeal point in itself. We however wish to put on record that there is an issue with patient organisation engagement in appraisals that NICE needs to investigate and address to ensure it remains as inclusive as possible in its decision making.
Appeal point 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."

We note that you agree that this is arguably unreasonable and are minded to refer this appeal point to the Appeal Panel. We look forward to making our case to the appeal panel at the oral hearing.
Appeal point 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."

We note that you are minded to refer this appeal point to the Appeal Panel. We look forward to making our case to the appeal panel at the oral hearing and its importance for companies within the context of this appraisal.
Yours sincerely,

XXXXXXXXXXXXX
XXXXXXXXXXX
XXXXXXXXXXXXXX, UK and Ireland


