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Monday 16 June 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Re: Final Draft Guidance — Cemiplimab with platinum-based chemotherapy for untreated advanced non-small-cell lung cancer [ID3949]
Thank you for your letter of 9 June 2025, lodging an appeal against the above Final Draft Guidance (FDG).  
Introduction 
The Institute's appeal procedures provide for an initial scrutiny of points that an appellant wishes to raise, to provide an initial view on whether they are within the permitted grounds of appeal ("valid") and are at least arguable. The permitted grounds of appeal are: 
· 1(a) NICE has failed to act fairly, or 
· 1(b) NICE has exceeded powers;
· (2) the recommendation is unreasonable in the light of the evidence submitted to NICE.
This letter sets out my initial view of the points of appeal you have raised: principally whether they fall within any of the grounds of appeal, or whether further clarification is required of any point. Only if I am satisfied that your points contain the necessary information, are arguable, and fall within any one of the grounds will your appeal be referred to the Appeal Panel. 
You have the opportunity to comment on this letter in order to elaborate on or clarify any of the points raised before I will make my final decision as to whether each appeal point should be referred on to the Appeal Panel. 
Initial View
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).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.
I am minded to refer this appeal point to the Appeal Panel.   
In reaching this view I note that although the Committee is not bound by precedent, where it takes a different approach it should be able to explain the reasons for its decision.  I consider that it is arguable that the Committee has applied a different threshold when comparing cemiplimab plus chemotherapy with pembrolizumab plus chemotherapy, when compared with that applied by the committee in TA705 comparing atezolizumab with pembrolizumab.  
In TA705, the committee noted that the results from the network meta-analysis [conducted by the company in that evaluation] suggested no significant differences between atezolizumab and pembrolizumab, and that Clinical expert input suggested atezolizumab is very similar to pembrolizumab, with no robust differences in toxicity or efficacy. (my emphases added)
In the current appraisal, the Committee noted that the results not being statistically significantly different [between cemiplimab and pembrolizumab] did not equate to the treatments being equivalent in efficacy or non-inferior. (my emphases added) 
It appears to me that the Committee is seeking to establish in the current appraisal whether the two treatments are 'equivalent in efficacy' or 'non-inferior', whereas in TA705, the question asked was whether there were 'significant differences' or the comparators were 'very similar'.  I agree that it is arguable that these are different tests, and that if so, it is also arguable that the Committee has not provided adequate reasons for the approach taken in the current evaluation.
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 am not minded to refer this appeal point to the Appeal Panel.   
I understand the argument made in the appeal letter to be, in essence, that the Committee must have given inadequate consideration to the MAIC-based PFS analysis submitted by the Company, and that this is shown by the conclusions that the Committee reached.  The Company's position is that the Committee would not have reached those conclusions if it had adequately considered the MAIC-based PFS analysis.    
I am reminded that, as long as its approach is in line with the Manual and not unreasonable, the question of what weight to place on evidence submitted to it is for the expert Committee.  I note that the Committee explains its consideration of the MAIC Analyses at paragraph 3.7 of the FDG.   It is my initial view that the Committee has considered and understood the evidence, and reached its own view of its value and limitations.  
That being the case, I do not accept that there is an arguable ground for challenge under Ground 1.
I also note that your first bullet point at the bottom of page 8 refers to "A PFS-driven Markov model, as requested by t is not required to determine that would be the case."  I have assumed that “t” was meant to mean “the committee”. Please clarify if this is incorrect.
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.
I am not minded to refer this appeal point to the Appeal Panel.  
I understand this appeal point argues that four discrete issues, which are acknowledged not to be 'standalone appeal grounds', amount to procedural unfairness when taken cumulatively.  
Taking each in turn:
First, the appeal point raises two decisions not to allow company representatives to attend the second part of ACM2. I refer to section 5.8.17 of the NICE Health Technology Evaluations Manual (the "Manual") which states:
"The chair may ask certain experts, company representatives or EAG representatives to remain when confidential information is discussed but the chair will ask them to leave before the committee agrees the recommendations."
This provides the chair with discretion to invite company representatives to remain during parts of the second part of the meeting.  Given the broad discretion provided in the Manual, I am not persuaded that it was arguably procedurally unfair for the chair to reject the Company's request.
Secondly, I am not of the view that there is a procedural requirement for Professor Peter Clark to attend all of the ACMs.  If you would like me to consider this as a standalone point please explain the procedural basis on which this point is made, and whether the complaint relates specifically to Professor Clark's absence from part 2 of ACM2.
Thirdly, a change of Chair can occur for many reasons, and cannot amount to procedural unfairness per se.  
Finally, the details of ACM slides, and corrections to them are normal considerations within the appraisal process and I do not understand the Company to be arguing that the alleged failure to make a clarification has had any bearing on the outcome of the evaluation process.  
On this basis it is my initial view that these points, taken individually or cumulatively, do not present an arguable ground for procedural unfairness.
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 am not minded to refer this appeal point to the Appeal Panel.   
I understand this appeal point argues firstly that the negative recommendation will have a greater impact on patients who cannot tolerate pemetrexed, whom the Company considers are likely to be older (a protected characteristic) and 'the least fit' (this is not a protected characteristic).
I note 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 comments on this were received during consultation.  The Committee evidently sought evidence from all stakeholders about this issue, and no stakeholder provided any.
The appeal point also posits that the negative recommendation would have a greater impact on older patients who can tolerate carboplatin AUC6 but who would find the treatment 'disproportionately arduous', as a higher dose (AUC6) can be required with pembrolizumab than with cemiplimab (AUC5 "where clinically appropriate").  I note that this assertion is not factually straightforward, and that the Committee reported in paragraph 3.16 of the FDG that "the EAG noted that the AUC5 carboplatin dose is not routinely used for squamous NSCLC in the UK”.  I also note that this does not appear to have been raised as an equality issue by any stakeholder during the evaluation.
In almost all NICE evaluations, a negative recommendation will impact some patients sharing a protected characteristic more than other patients not sharing that protected characteristic.  This is indirect discrimination, which can be objectively justified as a proportionate means of meeting a legitimate aim.  The legitimate aim of a NICE evaluation is that of only recommending technologies which are considered to be both clinically and cost effective.  It would not be proportionate to require the Committee to identify every possible group of patients sharing a protected characteristic who may be disproportionately affected by a negative recommendation.  Here, the Committee has plainly taken careful steps to seek to identify any such groups.  It is proportionate to run a fair evaluation process in line with NICE's published process.
I understand the Company to be making a further argument here that the indirect discrimination is not proportionate, essentially because of the other procedural failings and unreasonable conclusions that the Company believes it has identified in its other appeal points.  I have accepted several of those appeal points as arguable and they will be considered by the Appeal Panel.  I do not accept that this adds anything to those other appeal points as it could not succeed unless they do.  This appears to be acknowledged in the final paragraph of the appeal letter setting out this ground:
Put another way, although NICE is entitled to identify clinical priorities and recommend the allocation of the NHS’s limited funds accordingly, there are no objective or reasonably justifiable reasons for failing to consider the available evidence properly or consistently.  Nor, for that matter is there any justification for failing to ensure that its recommendations are reasonable in light of the evidence before it, or for failing to exercise its discretion mindful of the need not to avoid discrimination of those with protected characteristics.  These themes permeate the procedural fairness 1a grounds and the reasonableness grounds that follow. 

Ground 2: the recommendation is unreasonable in the light of the evidence submitted to NIC
Appeal point 2.1: The Appraisal Committee’s insistence upon a Markov model is unreasonable based on the evidence before it.
I am minded to refer this appeal point to the Appeal Panel.  
In reaching my initial view I consider it is arguable that the Committee acted unreasonably by insisting on a Markov Model and that other approaches may have been able to address the uncertainties identified by the Committee.
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.
I am minded to refer this appeal point to the Appeal Panel. 
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.
I am not minded to refer this appeal point to the Appeal Panel.
In reaching this initial view I note that the unreasonableness contended for by the Company is based fundamentally on the argument that:
Requiring equivalence or non-inferiority goes beyond the argument of ‘similarity’ (i.e., no clinically meaningful differences) put forward by the company and which is also supported by clinicians consulted by Regeneron, previously published meta-analyses and accepted by other HTA agencies and professional bodies.
This argument forms the basis of appeal point 1(a).1, in which I have accepted that it is arguably procedurally unfair.
I am not currently minded to accept that there is also arguable unreasonableness in the Committee's conclusions, if the procedural unfairness point were to fall away.
Appeal point 2.4: The Committee’s conclusions on the suitability of a cost-comparison analysis are unreasonable in light of the evidence submitted.
I am not minded to refer this appeal point to the Appeal Panel.   
I understand this appeal point challenges the Committee's view that the evidence for clinical similarity was not robust enough for cost-comparison analysis.  
As I read the appeal point, in support of its primary contention the Company essentially repeats submissions made in support of appeal point 1(a).1, appeal point 2.1 (both of which I have referred to the Appeal Panel), and appeal point 1(a).2 (which I am not currently persuaded is arguable).  I do not see how this appeal point adds to those other appeal points, and for that reason, I am not minded to refer it.
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.
I am not minded to refer this appeal point to the Appeal Panel.   
I understand this appeal point argues that the Committee failed to recognise the conservative approach that the Company took in regard to cost-effectiveness.  The appeal point states "the Committee's sole basis for reaching this conclusion is the absence of a PFS-driven Markov model."  
It appears this appeal point stems from the Committee's request for a Markov model to be provided by the company.  In reaching my initial view I note that Appeal point 2.1, which considers whether the committee was unreasonable to insist upon a Markov model, has been referred to the Appeal Panel.  On this basis it is my initial view that this does not present a separate appeal point and the relevant arguments will be considered under Appeal Point 2.1
Appeal point 2.6: The Appraisal Committee’s conclusions on the comparative effectiveness evidence are unreasonable in light of the evidence submitted.
I am minded to refer this appeal point to the Appeal Panel.  
In reaching my initial view I consider it is arguable that the Committee have misunderstood the impacts on PFS and OS after treatment is stopped.
Conclusion 
The above sets out above my initial views on all of your appeal points.
In respect of your points which I am not minded to refer on you are entitled to submit further clarification and/or evidence to me within by 5pm on 30 June, and I will then give a final decision on the points to put before an appeal panel.  Responses must deal only with requested clarifications, or arguments or comments about the lead non-executive director for appeals' initial view that an appeal point is not valid. For the points I am already content to refer on, an oral appeal will be held remotely via Zoom.
If the appeal letter and/or responses to scrutiny contain confidential information please ensure you have provided a version with this information redacted by 30 June 2025.
Ordinarily appeals are conducted on the basis of the appellants’ written appeal letters, and the material generated during the appraisal process.  Use of additional written material is discouraged, and the panel cannot receive any new evidence.  If, exceptionally, you feel there is written material that will not be before the panel that you would wish to rely on you must let the NICE Appeal team know by return of letter, indicating what the material is, why it is desirable to submit it, and when it will be available, by no later than 13 August 2025.  Please note that the appeal panel cannot accept papers that are tabled late or ad hoc, as this affects the preparation of the panel and other parties for the appeal.
Yours sincerely
XXXXXXXXXXXXX
Dr Mark Chakravarty
Lead Non-Executive Director for Appeals & Vice Chair
National Institute for Health and Care Excellence
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