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Sent by email only: XXXXXXXXXXXXXXXXX
FAO XXXXXXXXX
Regeneron
The Charter Building
Vine Street
Uxbridge
Middlesex


11 July 2025

[bookmark: deartext][bookmark: Sal]Dear XXXXXXXXXX
Re: Final Draft Guidance — Cemiplimab with platinum-based chemotherapy for untreated advanced non-small-cell lung cancer [ID3949]
Thank you for your letter responding to my initial scrutiny views ("Response to Initial Scrutiny Letter").  This is my final decision on initial scrutiny.
As a preliminary issue, thank you for providing an amended version of Regeneron's appeal letter. We appreciate you taking the time to prepare this, but I should let you know that it will not be passed onto the Appeal Panel.  Section 4.6 of NICE's Guide to the TA and HST Appeals Process states that:
Revised versions of the appeal letter submitted after the appeal period and during the scrutiny stage will only be accepted in exceptional circumstances and when these relate to factual corrections.
There are no exceptional circumstances in this case for acceptance of the revised version of the appeal letter and no factual corrections.  Please be assured, however, that the Appeal Panel will receive copies of your appeal letter, and your Response to Initial Scrutiny Letter, as well as copies of my letters to you.  The Appeal Panel will therefore be able to see how Regeneron developed its position in response to Initial Scrutiny, and all Panel members are well used to doing so.
I also note that Regeneron plans to make reference in the appeal to an article entitled How Similar is Similar Enough? Assessment of Indirect Treatment Comparisons to Support Similarity for National Institute for Health and Care Excellence’s Cost Comparison Route, which is freely publicly available to download at: https://www.valueinhealthjournal.com/article/S1098-3015(25)02362-9/fulltext. 
NICE does not accept new evidence or information that was not presented to the committee at the appeal stage.  However, this article does not, as far as I can see, present any evidence or information about the technology that is the subject of this evaluation.  Rather, it collates other publicly available information about the approach that NICE has taken to cost comparison in previous appraisals.  On that basis, I do not see any difficulty in Regeneron referring to that publicly available information in the appeal.  I also note that I do not see how the recommendations made in the May 2025 article could have any bearing on the appeal; they do not appear to have been available to the Committee, and even if they had been there was plainly no obligation on the Committee to have regard to them.
I should also note in passing that an earlier version of the article appears to have been published in late 2024 (https://www.ispor.org/docs/default-source/euro2024/how-similar-is-similar-enough-cost-comparison-poster-ispor142603-pdf.pdf?sfvrsn=21e7eb7b_0) and so may have been available to the Committee in any event.  
In the remainder of this letter I assess each of your points in turn.
Ground 1(a): In making the assessment that preceded the recommendation, NICE has failed to act fairly
Appeal point 1(a).2: The Appraisal Committee failed to consider adequately material evidence regarding PFS provided by Regeneron. Public bodies are required to give proper consideration to stakeholder submissions and, where relevant, to justify any decision to not accept them. The Appraisal Committee’s failure to do so was procedurally unfair and prejudiced Regeneron and its product.
I have considered the further submissions in your Response to Initial Scrutiny Letter carefully.  On reflection, I agree that this appeal point raises an arguable issue that should be referred to the Appeal Panel.  
Procedural unfairness may arise where the Committee fails to perform an adequate review of the evidence regarding PFS provided by Regeneron.  I note that ground 2.6 asks the Appeal Panel to consider whether the Committee's conclusions with regard to that same evidence were unreasonable.  Given the relationship between the two points, I anticipate that the Appeal Panel may wish to consider them consecutively.
Appeal point 1(a).3: At critical stages, NICE’s conduct of the appraisal process itself has been opaque and inconsistent. Taken cumulatively, these factors have stymied Regeneron’s ability to put forward its case and the Appraisal Committee’s ability to carry out a well-informed assessment. This amounts to procedural unfairness.
Thank you for confirming that Regeneron is not pressing this appeal point.  I confirm my decision that this appeal point will not be referred to the Appeal Panel.
Ground 1(b): In making the assessment that preceded the recommendation, NICE has exceeded its powers
Appeal point 1(b).1: NICE has breached its legal obligations under human rights and equalities laws.
I have considered the further submissions in your Response to Initial Scrutiny Letter carefully.  It appears to me that the nub of this appeal point is now that, in Regeneron's view, equality law obliged the Committee to take more steps than it did to identify whether patients with protected characteristics could be negatively affected, following a clinical expert's statement that equalities issues might arise because pemetrexed is associated with toxicity and may not be suitable for all patients.
In reaching my confirmed view that this appeal point is not arguable, I have taken account of the fact that the Committee considered this issue carefully, hearing first from a clinical expert and then inviting further comment during draft guidance consultation on any particular groups with a protected characteristic for whom pemetrexed would not be suitable.  No further comments on this were received during consultation.  The issue is expressly considered in the public slides discussed in the second Committee Meeting. 
I do not consider it arguable that the Committee was obliged to take further steps to proactively generate its own evidence on this issue, in circumstances where no stakeholder identified any issue even when specifically asked to do so.  I am reminded that in NICE's single technology appraisals committees request and consider evidence from the Company and other stakeholders and are not typically expected to generate evidence themselves.  I accept that there may be circumstances in which such a requirement may arise, but on the facts here as set out in your letter I cannot see that they are arguably present in this case. 
Ground 2: the recommendation is unreasonable in the light of the evidence submitted to NIC
Appeal point 2.3: The Appraisal Committee’s conclusion that the company’s original submissions were insufficient to assess similarity between cemiplimab and pembrolizumab was unreasonable in light of the evidence before it.
Thank you for confirming that Regeneron is not pressing this appeal point.  I confirm my decision that this appeal point will not be referred to the Appeal Panel.
Appeal point 2.4: The Committee’s conclusions on the suitability of a cost-comparison analysis are unreasonable in light of the evidence submitted.
As a preliminary point, I agree with your submission that the 'purpose of the scrutiny stage is to identify arguable appeal points for the Appeal Panel to consider'.  This is not inconsistent, however, with eliminating 'appeal points whose subject-matter overlaps with others'.  Appeal points that do not raise a distinct issue will be rejected  
In this case, having carefully considered the further submissions in your Response to Initial Scrutiny Letter, I accept that this appeal point does raise a distinct point that should be referred to the Appeal Panel, i.e. it is arguable that the Committee's conclusion that the evidence for clinical similarity was not robust enough for a cost-comparison analysis is unreasonable.  I will refer this appeal point to the Appeal Panel in those terms.
Appeal point 2.5: The Appraisal Committee unreasonably fails to recognize and take adequate account of the conservative approach Regeneron adopted in its modelling, which directly affects the Committee’s conclusions on cost-effectiveness.
Thank you for confirming that Regeneron is not pressing this appeal point.  I confirm my decision that this appeal point will not be referred to the Appeal Panel.
Conclusion
Therefore the valid appeal points are:
· Appeal point 1(a).1: In making materially different evidential requirements in this appraisal versus TA705, NICE has undermined principles of procedural consistency and fairness and introduced an approach that biases against cemiplimab.
· Appeal point 1(a).2: The Appraisal Committee failed to consider adequately material evidence regarding PFS provided by Regeneron. Public bodies are required to give proper consideration to stakeholder submissions and, where relevant, to justify any decision to not accept them. The Appraisal Committee’s failure to do so was procedurally unfair and prejudiced Regeneron and its product.
· Appeal point 2.1: The Appraisal Committee’s insistence upon a Markov model is unreasonable based on the evidence before it.
· Appeal point 2.2: The Committee’s requested approach for modelling time on treatment/time to treatment discontinuation is internally inconsistent, biased and unreasonable in light of the evidence before it.
· Appeal point 2.4: the Committee's conclusion that the evidence for clinical similarity was not robust enough for a cost-comparison analysis is unreasonable.
· Appeal point 2.6: The Appraisal Committee’s conclusions on the comparative effectiveness evidence are unreasonable in light of the evidence submitted.
NICE will be in contact with you regarding the administration of the appeal, which will be held orally. 
Thank you for your comments and engagement in the appeals process. 

Yours sincerely
XXXXXXXXXXXXXXXXXX
Dr Mark Chakravarty
Lead Non-Executive Director for Appeals and Vice Chair
National Institute for Health and Care Excellence
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