[image: ]Registered office address: 
The Charter Building, Vine Street, Uxbridge, Middlesex, United Kingdom, UB8 1JG

Dr Mark Chakravarty
Lead Non-executive Director NICE Appeals – Technology Appraisals and Highly Specialised Technologies
National Institute for Health and Care Excellence
2nd Floor
2 Redman Place
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30 June 2025


Dear Dr Chakravarty,

Re: Initial Scrutiny— Cemiplimab with platinum-based chemotherapy for untreated advanced non-small-cell lung cancer [ID3949]

We are grateful for your detailed and thoughtful review of our Appeal Letter.  Thank you also for providing your initial view that our Appeal Grounds 1a.1, 2.1, 2.2, and 2.6 are admissible as particularized in the Appeal Letter. We are also glad of the opportunity to comment upon those grounds that you are currently not minded to admit (namely, Appeal Grounds 1a.2, 1a.3, 1b.1, 2.3, 2,4, and 2.5).

We set out our comments on those grounds below, indicating where we accept your views and those with which we disagree, along with our reasons.  You will see that we have conceded that Ground 1a.3 should not survive scrutiny.  We have agreed that unreasonableness grounds 2.3 and 2.5 can be folded into procedural fairness Ground 1a.1 and have reflected some of the additional relevant evidence in the consolidated ground.   However, we have questioned your decisions that Grounds 1a.2. 1b.1 and 2.4 should not survive scrutiny.  We have made a number of additional submissions in response to your comments and taken the opportunity to expand the original grounds for appeal, in the hope that our additions will address your concerns.  

There are two enclosures to this letter.

1. An article from the Value in Health journal authored by a number of the country’s leading health economists.  This is relevant to our discussion of Appeal Ground 2.4 below.  We also wish to refer to this article during the oral appeal hearing and ask for this to be added to the appeal briefing pack, pursuant to Section 4.7 of NICE’s Appeals Guide.  While we appreciate that new data or analyses may not be submitted at the appeals stage, we consider that the article in question is key to understanding the circumstances in which it is generally considered acceptable to carry out a cost-comparison exercise, and therefore whether the Committee’s decision not to allow this was reasonable in this case.  We respectfully ask for the article to be admitted to the appeal under exceptional circumstances.
2. Given the various changes to the Appeal Grounds contemplated in your letter and below (including your suggestion that we amalgamate and/or clarify certain points), we enclose an updated version of the Appeal Letter to address your suggestions (with our suggested changes in red).  We trust this will assist both you and the Appeal Panel to review the points in a logical order, rather than having to piece together details from this letter and the Appeal Letter.

Comments on Scrutiny Letter

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.

We respectfully but strongly disagree with your initial view not to refer this point to the Appeal Panel.  We ask you to reconsider your decision in light of our comments below, as our appeal point may have been misunderstood.

In our view, two scenarios need to be distinguished.  

· In the first scenario, the Committee gives due, sufficient and appropriate consideration to the evidence submitted and, on the basis of that assessment, determines what weight to put on it.  That may be a procedurally fair approach, though it may still be unreasonable if the Committee’s determination does not stack up in light of the evidence available.

· The second scenario is one where the Committee fails fundamentally to take adequate steps to appraise, understand and give due consideration to the evidence before it – in other words to dismiss certain evidence in a cursory or over-conclusory way.  For obvious reasons, this is often linked to a failure of a public body to provide stakeholders with intelligent and intelligible explanation for the approach it has taken.  Both would be procedurally unfair.  

We consider this appeal point falls squarely under the second scenario and not the first (as your letter suggests).  

As stated in our Appeal Letter, the Guidance Manual makes clear that NICE must carry out a “systematic” review of “all available and relevant” evidence, and that this should be critically appraised (Paragraph 3.3.4).

[bookmark: _Hlk201262993]This aligns with NICE’s duties under public law, under which a decision-maker must recognize its responsibility to perform an adequate review of the evidence, to “properly” consider the evidence available to it, and not to dismiss evidence out of hand without adequate review or “intelligent” and “intelligible” justification.  

Where a decision-maker consults with affected parties and asks them to submit evidence (as NICE does in an HTA), the decision-maker cannot already have “made up its mind.”[footnoteRef:2]  The substance of a submission “must be evaluated intelligently and intelligent and intelligible responses must be given.”[footnoteRef:3]  In other words, the evidence requires intelligent consideration, with an intelligent and intelligible rationale supporting the treatment of that evidence by the decision-maker. [2:  R (on the application of Greenpeace Ltd) v Secretary of State for Trade and Industry [2007] EWHC 311 (Admin)]  [3:  R (on the application of L) v Warwickshire County Council [2015] EWHC 203 (Admin)] 


[bookmark: _Hlk201263202]NICE must comply with these obligations in substance, and not only in form.  It is not sufficient for a decision maker to say it has considered submissions – it must demonstrate that it has complied in with its obligations and performed a proper and adequate assessment and provide a proper and adequate explanation for its chosen approach.

While we accept that it is for the Appraisal Committee to consider what weight it attaches to evidence, there have been numerous successful appeals on the basis of the Appraisal Committee failing to properly consider stakeholder submissions. These were where the failure was material and led to unfairness or unjustified recommendations, and where the Appeal Panel concluded that the Appraisal Committee did not engage seriously with company submissions.

The essence of our argument is that the Appraisal Committee failed to meet this requirement as a matter of substance, resulting in procedural unfairness.

In Paragraph 3.7, the Committee reaches the overall conclusion that “the results of the MAIC were highly uncertain.”  As a result, the Committee held Regeneron’s evidence to be not “reliable” or “robust” enough (Paragraph 3.8).  In Paragraph 3.17, the Committee concludes that because of these “critical uncertainties, and because it had not been presented with the analysis needed to define its preferences, the committee concluded that the available cost-effectiveness estimates were not suitable for decision making.”

We submit this is an extreme position for an Appraisal Committee to take.  In effect, it says that the MAIC analyses were hampered by such a high degree of uncertainty that they preclude further consideration with respect to informing an assessment of cost-effectiveness.  This is not a question of giving more or less weight, it amounts to allocating no, or virtually no, weight to that evidence.  It is a de facto dismissal of the data.  That is not unfair per se.  However, to reach such a sweeping conclusion fairly -- given NICE’s obligations noted above – requires (a) demonstrating that NICE has adequately and intelligently considered the evidence; and (b) providing a valid, objective and proper justification.  

The FDG  -- and in particular Paragraph 3. 7 -- lacks any such explanation or justification.  With this in mind, we strongly disagree with your initial view that Paragraph 3.7 of the FDG shows that the Committee had “considered and understood the evidence, and reached its own view of its value and limitations.”  In fact, the imprecision of Paragraph 3.7, the summary nature of its conclusions, and the absence of structured explanation are clear indicators that the Committee failed to engage with or properly understand the MAIC-data presented to it.

In particular:

· Rather than a structured argument, the first two pages of Paragraph 3.7 largely comprises a description of the process by which the company prepared and submitted the MAIC-driven PFS data.  As we note above, NICE must meet its obligations in substance not form.

· Paragraph 3.7 makes no positive attempt to engage with the MAIC-driven PFS analysis submitted – i.e., to address what the data show, or could show, and critically appraise the value of that.  In our view, this indicates that the Committee either did not, or chose not to, engage with and understand the MAIC analyses appropriately.  

· [bookmark: _Hlk201263394]Various statements evidence a fundamental misunderstanding of the data submitted, which surely evidence a lack of proper engagement with, and consideration of, the substance of Regeneron’s submissions.  In one such example: 

“The company acknowledged that EMPOWER Lung 3 was more generalisable to NHS clinical practice than the KEYNOTE trials because use of immunotherapy after progression in the placebo plus chemotherapy arm of the EMPOWER Lung 3 trial better reflected NHS practice.  The Committee was concerned that the relative treatment effect estimated by the MAICs may not have been generalisable to NHS clinical practice.”  

That seems to fundamentally misunderstand that the PFS MAIC analyses are distinctly different analyses to the OS MAIC analyses.  As noted in the appeal letter, the uncertainties implied by this statement in the FDG could only relate to OS, and by definition could not relate to PFS.  Moreover, as noted in our appeal letter, the generalizability is no more than a side-issue to the overall appraisal.  It makes no sense for this to be a key reason cited for concluding that the MAIC data would not be considered further.

· In other cases, the Committee seems to become preoccupied with irrelevant and indeed impossible considerations.  For example, the Committee expresses concerns “that the data from KEYNOTE-189 was not adjusted for crossover.”  This simply cannot be done, as was explained clearly in the Company’s response to the ACD, due to a lack of publicly available crossover-adjusted data from that trial of pembrolizumab. 

· Paragraph 3.7 further comments:

“The committee...was also concerned that the MAIC in the company’s model appeared to increase the incremental quality-adjusted life years (QALYs).”

These comments suggest that an increase in QALYs in the company’s model is somehow implausible or unacceptable indicative of a flawed approach.  In fact, this is no more than a statement of logic: the adjustment of treatment crossover would indeed improve the relative treatment effect of pembrolizumab for OS in the model; however, the simultaneous adjustment for differences in treatment effect modifiers also improves the relative treatment effect estimates for cemiplimab for both PFS and OS.  The resulting net impact is a marginal greater treatment effect estimate for cemiplimab (i.e., the adjustment for crossover did not outweigh the adjustment for treatment effect modifiers in both PFS and OS). This no reason to draw negative inferences.  The company’s overall position remains that there is no meaningful difference in treatment effects between pembrolizumab and cemiplimab, but in the model where the actual results of the analysis are used, the net impact is a marginal QALY increase.  This is logical, rational, explainable and eminently plausible.  Yet, the Committee seems to be unwilling to accept such a possibility, to have made up its mind, and to be drawing negative inferences where no such inferences could or should be drawn.

· One can see evidence of NICE’s confused and haphazard approach to the MAIC data prior to the FDG.  The Committee slides before ACM2 contained various fundamental errors and inaccuracies with respect to the EAG’s views and observations on the MAIC analyses (see summary of these views in Appeal ground 1.a.2).  NICE technical team did not accept the Company’s requests to clarify these errors, further suggesting that the Committee had little interest in engaging with those data in any robust or detailed way.  The attitude adopted was dismissive throughout.

[bookmark: _Hlk201263452]Paragraph 3.7 represents – in our view-- a haphazard and imprecise collection of statements and concerns, which critically misunderstands Regeneron’s submissions.  It fails to engage substantively with the data presented and also fails to provide “intelligent” and “intelligible” justifications for its decision to reject the evidence.  As we say elsewhere in the appeal, our concern is that this arose from the Committee’s inflexible insistence upon its preferred approach to modelling, in effect shutting its eyes to the alternative MAIC analysis presented by the company.  We firmly believe this is a question of procedural fairness that requires further consideration from the Appeal Panel.

Finally, given the clarifications made as a result of this scrutiny phase, we have summarized the points above and inserted these in red text into the relevant section in the updated Appeal Letter enclosed.  

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.

We respectfully disagree with your initial view not to admit this appeal point to the Appeal Panel.  The accumulation of various procedural issues can, in our view, contribute to an unfair process overall.  

However, we are not minded to press this appeal point further, provided that the Appeal Panel will still have sight of the details mentioned under this point, as they may be relevant to other grounds that are admitted to the appeal.  

Appeal point 1(b).1: NICE has breached its legal obligations under human rights and equalities laws.

We respectfully but strongly disagree with your initial view.  There are various aspects to this, which we set out under structured headings below.

Ground 1b and Ground 1a Appeal Points Are Separate and Distinct 

We understand and agree with the following statements in your letter:

· 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.
· Indirect discrimination can be objectively justified as a proportionate means of meeting a legitimate aim.

However, we do not agree that proportionality is effectively equivalent to running “a fair evaluation process in line with NICE’s published procedures.”
Were that to be automatically the case, it would in effect prohibit any appellant from bringing an appeal under the procedural fairness Ground 1a and for indirect discrimination under Ground 1b.  In our view, that would be an overly-narrow interpretation of NICE’s appeals process and misaligned with fundamental principles of equalities and public law.
We disagree that our Ground 1b appeal point overlaps completely and precisely across the other Appeal Grounds.  One might say the grounds are connected but one cannot conclude that they are causatively connected such that the success of Ground 1b rests entirely on the other appeal grounds.  
Equalities considerations are both logically and legally separate and distinct from questions of unreasonableness and/or procedural fairness.
NICE’s Specific Duties under Equalities Laws Engaged under Ground 1b
Equalities law – and by extension our Appel Ground 1b -- require a specific examination of certain issues through the lens of whether the Appraisal Committee properly and adequately considered and accounted for the special needs of certain patients with protected characteristics.  In particular, whether the Committee complied with:
· The Public Sector Equality Duty (“PSED”) under Section 149 of the Equality Act 2010. This requires NICE to give due regard to eliminating discrimination or victimization and advancing equality of opportunity between persons who share a relevant protected characteristic and those who do not.
· Section 29(6) of the Equality Act, which prohibits discrimination in the provision of a public service.
· Section 29(7) of the Equality Act, which requires NICE to make reasonable adjustments in its processes to take account of the protected characteristics of the patient population.
These legal duties obligate NICE to approach appraisals (where equalities issues are engaged) with a particular rigor and intensity of review.  Where it takes critical and consequential decisions with respect to the assessment of a treatment, NICE must consciously consider whether it is possible to make reasonable adjustments to remove potential discrimination and inequality.  It is this fundamental duty that the Committee has failed to meet: these are shortcomings in their own right and not the same as concluding that NICE has acted unfairly.
NICE’s Obligations Arise Irrespective of Whether a Stakeholder Raises Equalities Considerations
NICE must satisfy its obligations under the Equality Act, whether or not a stakeholder actually raises them.  NICE is not alleviated of its duties, nor may carry them out to any lesser standard, if stakeholders do not raise equalities points during the appraisal.
In this appraisal, however, a clinical expert stated that equalities issues might arise because pemetrexed is associated with toxicity and may not be suitable for all patients.  Having been made aware of a potential issue, the Committee ought to have done more to investigate and further consider this point and, in particular, whether patients with protected characteristics could be negatively affected and therefore what (if any) equalities considerations may be relevant.
Given the context of NSCLC, it would not have taken much effort for the Committee to establish that there exists a group of patients with protected characteristics who could not tolerate pemetrexed. For example, Royal College of Radiologists national guidance specifically refers to older people and systemic treatment.  The lack of rigor and proper enquiry here is notable.  The fact that the clinical expert did not provide further detail cannot simply be the end of the point.  The Committee has a duty to enquire further which it did not perform here.  The Committee is not merely a reactive body; the Equality Act imposes active rather than passive obligations better to understand potential discrimination and make reasonable adjustments. We submit that this is a valid point for the Appeal Panel to consider further.
[bookmark: _Hlk201263533]It is also important to bear in mind that whilst clinical experts serve an important and multifaceted role within the NICE HTA system - their evidence is key - they are not experts in equalities rules.  Where a clinician raises a potential equality issue in good faith, but the Committee passively calls upon others to supplement that, without positive enquiry on its own part, there seem to be only two logical conclusions: either the Committee has failed to meet its duties under the Equality Act, or it has acted unreasonably with respect to expert evidence.  
[bookmark: _Hlk201263585]Given the importance the Manual places on the careful and considered selection of clinical experts, the clinical expert’s perspective must rank highly in the evidence before any Committee.  Why did the Appraisal Committee feel that the views or concerns of a clinical expert must be validated by other stakeholders before triggering its duty under the Equalities Act?  Appeal Panel rulings have made clear that clinical expert testimony must be acknowledged and weighed transparently by the Committee.  There have been successful or partially successful appeals where a key issue was the failure properly to engage with, consider or address material evidence of clinical experts — particularly where this contributed to an unjustified recommendation or a procedurally unfair process.
Whichever of the two alternatives happened, it is right and proper for the Appeal Panel to consider these points.
Ground One Summary
There are several key issues for the Appeal Panel to consider:
1. Even if the Committee considered the MAIC-driven PFS data to be highly uncertain, it ought to have done more to understand what it could show and attach evidential weight to that, cognisant of the potential risks and implications of taking a rigid stance?
2. Could the Committee have adopted additional flexibility or exercised its discretion in another way (as it has done in previous appraisals) to be able to arrive at a set of preferred assumptions enabling the company and NHS England to enter into formal commercial flexibility discussions?
3. In light of the uncertainties inherent in appraisals of this kind, could the Committee have better taken into account the views of clinical experts and the company’s evidence, which indicated there were no clinically meaningful differences between cemiplimab + chemotherapy and pembrolizumab + chemotherapy for PFS or OS.
4. Was the Committee correct to conclude that “the available cost-effectiveness estimates were not suitable for decision making” in part because the Committee “had not been presented with the analysis needed to define its preferences”? In light of the equalities considerations engaged, should the Committee have investigated and explored more intently what the true range of cost-effectiveness estimates could have been, based on the available evidence?
5. Was the Committee correct to reach the sweeping conclusion that, based on the limited the cost-effectiveness estimates it had seen, that these would be above the acceptable ICER thresholds anyway?  Was such a conclusion appropriate in the circumstances?
These are questions that influence, and are influenced by, the other grounds.  However, we firmly believe these are questions the Appeal Panel must ask themselves on a standalone basis.
As for other grounds, we have summarized and reproduced some of the points above into the updated Appeal Letter enclosed with this letter.
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.
We appreciate your comments.  Upon reflection, we agree that this point is connected to the broader procedural unfairness point under Appeal Ground 1a.1.  
To that end, the updated Appeal Letter enclosed reframes these points under Appeal Ground 1a.1 in red text.
Appeal point 2.4: The Committee’s conclusions on the suitability of a cost-comparison analysis are unreasonable in light of the evidence submitted.
We submit respectfully that the purpose of the scrutiny stage is to identify arguable appeal points for the Appeal Panel to consider rather than eliminate appeal points whose subject-matter overlaps with others.  We therefore caution against being over-reductive in respect of this appeal ground.
We believe there is a clear, self-contained appeal point under this Ground 2.4, namely whether it was reasonable for the Committee to conclude – based on the totality of the information available to it – that the evidence for clinical similarity was not robust enough for a cost-comparison analysis.  Naturally, that question is connected to the fact that the Committee: (a) unfairly disregarded relevant evidence from the MAIC-based PFS analyses; and (b) unreasonably insisted upon a Markov model.  However, this appeal ground is certainly not limited to only those points. 
The material question is whether, based on the totality of the available evidence, and its quality, was it reasonable for the Committee to reject the cost comparison analysis provided by the company, given the consistent evidence of clinical similarity with which it was presented?  
In this regard, the Committee reached an entirely unreasonable conclusion that simply does not stack up:
· It was clear from the outset that the Committee took an unusually pessimistic and overly strict statistical interpretation of the company’s original NMA.
· The Company responded to the concerns the Committee had raised after the first ACM comprehensively, providing appropriate and relevant analyses to minimize uncertainty wherever possible.  
· The EAG’s review of the Company’s evidence submission was supportive of the Company’s approach and did not appear to raise major concerns with respect to the possibility of a cost-comparison exercise.
· The weight of evidence from clinical expert opinion, clinical guidelines, NMAs, and also MAIC analyses all point to the same conclusion – namely that there is a similarity of treatment effect between cemiplimab plus chemotherapy and pembrolizumab plus chemotherapy. 

· Even if the Committee was not persuaded by the raft of OS analyses that were presented, the reasonable conclusion from all available evidence is that there are no meaningful differences in PFS between the two treatments. And given the Committee’s stated preference for a PFS-drive Markov model that assumed an equal risk of post-progression survival, it must necessarily follow – from the Committee’s own logic – that OS must also be equal between the two treatments.

Taking these points together, we are surprised that the Committee concluded that “the evidence for clinical similarity was not robust enough for a cost-comparison analysis” (Paragraph 3.8, FDG).
This is clearly not a reasonable conclusion in the circumstances, particularly if one takes into account other situations where the Committee has decided it is possible to carry-out a cost-comparison exercise.  To that end, we wish to draw your and the Appeal Panel’s attention to the enclosed article recently published in Value in Health by various expert health economists, including the highly-respected, Dawn Lee (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). 
Lee et al. reviewed various past NICE HTAs to assess its methods for determining equivalence when no head-to-head trial exists and therefore to identify how NICE committees decide whether the cost comparison route is suitable, and explore how best to present evidence of similarity.  
· The article reviewed 33 NICE HTAs in which cost comparison methods had been adopted.  All of these resulted in a positive recommendation. 
· None of the appraisals reviewed incorporated formal methods to determine similarity.  
· Instead, the authors found that all submissions primarily relied upon narrative discussions based upon indirect treatment comparisons without formal non-inferiority testing -- i.e., “a narrative discussion of the broad range of results from, for example, a series of network meta analyses (NMAs), and describe how results did not differ significantly for most or all outcomes.”
· Where this led to uncertainties, Appraisal Committees resolved these through clinical expert input alone.  The article goes on to note:
“… the information available suggested that clinical experts played a key role, both in supporting the assertion of similarity and in addressing EAG and committee concerns regarding the equivalent efficacy assumption.”
· Finally, the article makes two key recommendations:
1. The totality of available evidence and experience should be considered when deciding on the plausibility of similarity of effects. This may include information from other endpoints considered, assessment of biological plausibility based upon mechanism of action, clinical opinion, head-to-head trials of treatments for which a class effect is plausible, in addition to the results from the ITC or evidence from prior appraisals (our emphasis)
2. In cases in which expert input is used to supplement the decision as to whether treatments can be considered similar, this should be gathered in a robust, transparent and systematic way to avoid misinterpretation. The reasons why experts consider treatments can, or cannot, be considered to be similar should be clearly recorded.
The approach taken in the 33 appraisals assessed by Lee et al. is the same approach that the Company followed in this appraisal.  It is clear that the totality of the data and evidence Regeneron provided was comparable (and in some cases exceeded) in terms of type and quality that which NICE had considered to be acceptable for a cost-comparison analysis in 33 prior cases.
We consider it is self-evident that the Committee’s decision and rationale for not accepting the cost-comparison analysis simply did not add up in light of the evidence that was available to it.  This is a standalone instance of unreasonableness, and we politely request that you admit it to the Appeal Panel. 
We also consider Lee et al. to be highly informative, which we wish to refer to during the oral appeal hearing (both in respect of this appeal ground and others).  We therefore ask you to add the article to the Appeal Panel briefing pack.
[bookmark: _Hlk201264051]The public law standard of reasonableness has been expressed in many different ways.  Perhaps the most well-known case on the issue originates from the case of Associated Provincial Picture Houses Ltd v Wednesbury Corporation [1948] 1 KB 223. Under the so-called “Wednesbury unreasonableness” doctrine, a decision is unreasonable if it is “so unreasonable that no reasonable authority could ever have come to it.”  In other words, the decision must be so irrational that it could not have been made by any reasonable body, taking into account the relevant facts.  Based on the research of Lee et al., we may well be in a situation where no other reasonable Appraisal Committee faced with similar evidence could have reached the same conclusions, given that no other Appraisal Committee has done so. 
As with other points, we have for convenience added the above points in red text to the updated Appeal Letter enclosed.  

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.
Having reviewed your comments, we agree that this appeal point could also be addressed under Appeal Ground 2.1.  Please confirm that the Appeal Panel will do so.  For completeness, we note that this point will also be relevant to the issue of consistency, addressed under Appeal Ground 1a.1.
We thank you in advance for considering our responses to the Initial Scrutiny Letter and further observations and look forward to hearing from you. 

Yours sincerely,

XXXXXXXXXXXX

XXXXXXXX
XXXXXXX, UK Market Access
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