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Wednesday 25 February 2026



Dear Joyce Pang

Re: Final Draft Guidance – Dupilumab for maintenance treatment of uncontrolled chronic obstructive pulmonary disease with raised blood eosinophils [ID6235]
Thank you for your letter of 16 February 2026, lodging an appeal against the above Final Draft Guidance (FDG).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. Your response to this letter must not contain new points of appeal. Responses must deal only with requested clarifications, arguments or comments about my initial views.
Your response to this letter will usually be the last opportunity to elaborate or provide clarification to the appeal, unless you are specifically invited to submit material at a later date. Any uninvited material submitted after your response to this letter will be rejected.
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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: lack of clarity in exacerbation definitions

I am not currently minded to refer this appeal point to the Appeal Panel.

I understand your primary concerns to be that there is no express definition of 'moderate exacerbations' in the FDG and that the FDG does not state whether the definition in the GOLD 2026 report "was applied when interpreting trial outcomes and informing the economic model". You say this "creates uncertainty as to how moderate exacerbations were classified and weighted in the Committee’s reasoning" and "limits stakeholders' ability to understand and meaningfully respond" to the FDG.
I note in passing that the FDG, page 10, does not define "severe exacerbations", but rather it reports a comment of a clinical expert that these involve admission to hospital, in the context of discussion of the impact of covid-19.
I also note that the GOLD 2026 report was published after the second committee meeting. I have seen nothing to suggest that the report was submitted to NICE / the committee in advance of publication of the FDG. If you are minded to pursue this point at final scrutiny, I would invite you to clarify if you say that the GOLD report was in fact submitted to the Committee and so ought to have been considered.
I note further that severe exacerbations and moderate exacerbations are defined in both the relevant clinical trials and the studies used to inform the economic model. I consider that how these terms were understood by the committee and used in the economic modelling is clear from the committee papers (which are published on NICE's website alongside the FDG). In particular, I refer to:
i. Paragraph 3.10 of the FDG: NICE explains that "The rate ratios were calculated from the pooled trial data and applied separately for moderate exacerbations and severe exacerbations. " There were two clinical trials, BOREAS and NOTUS (see paragraph 3.5 FDG), both of which have publicly available definitions of moderate exacerbations).

ii. Page 450 of the first committee meeting papers1: the TAG, under the heading "4.2.4 Transition probabilities", explain that modelling of transition states (which drive the economic model) was informed by Whittaker et al. 2022 and that "Within this study, patients are classified as having a moderate exacerbation based on, “…events recorded in the general practice (CPRD Aurum) using a combination of exacerbation diagnosis codes, antibiotic and oral corticosteroid prescriptions prescribed together for 5–14 days, and recorded symptoms based on a previous validated definition of exacerbation in primary care.”"

iii. Pages 54 to 55 of the second committee meeting papers2: the company, in the addendum to its response to consultation, refers to a "HES database study", explaining "The aim of this observational study was to extract a cohort based on the inclusion and exclusion criteria for the BOREAS clinical trial from the liked hospital episodes statistics (HES), Clinical Practice Research Database (CPRD) Aurum, and Office for National Statistics (ONS) data to assess rates of exacerbation (moderate and or severe) over the study period to provide baseline rates for the economic modelling." In that context, the company explains: "A moderate exacerbation
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is defined as a COPD-related primary care visit with either a code for exacerbation diagnosis (including LRTI read codes) and/or prescription for respiratory antibiotics and systemic corticosteroids (oral) not on the same day as an annual review used in the management of acute worsening of COPD symptoms within 7 days of the Adverse Event of COPD (AECOPD) or Lower Respiratory Tract Infection (LRTI) code. This definition has previously been validated in CPRD."

My understanding is that the definition in the GOLD 2026 report is in line with the definitions used in the trials and the studies used to inform the economic model.
On the basis of the above, my initial view is that:

· the committee cannot have been expected to state whether the GOLD 2026 definition applied, the GOLD 2026 report not having been part of the evidence submitted to it; and
· the published papers show a clear and common (as between the committee, TAG and company) understanding of the meaning of moderate exacerbations for the purposes of the appraisal.
For those reasons, I am not persuaded that it is arguable that the absence of an express definition in the FDG caused the alleged uncertainty, limited meaningful response or was otherwise unfair.

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

Appeal point 2.1: Unreasonable interpretation of exacerbation data

I am not currently minded to refer this appeal point to the Appeal Panel.

I understand your concern to be that it is possible that "reductions in moderate exacerbations were discounted, inconsistently interpreted, or assessed using criteria that diverge from the GOLD 2026 definition" , and that the committee has in fact "diminish[ed] their contribution to overall treatment benefit" in the appraisal. You do not further explain or point to evidence in support of these concerns.
In considering this appeal point, I have reviewed the published committee papers and the FDG. Together these show that moderate exacerbations play a central role in the modelling, in particular by impacting the transition probabilities in the economic model. I refer to the FDG at paragraphs 3.8 (which explains the model structure, namely that health states were split based on exacerbation status (no exacerbation, moderate exacerbation or severe exacerbation) and further stratified to capture the number of exacerbations experienced), 3.10 (rates of moderate and severe exacerbations) and 3.12 (approach to modelling mortality).
I refer also to page 450-451 and table 29 of the committee papers, where the TAG discusses modelling of future exacerbation probabilities based on number of moderate exacerbations.
In short, it seems to me that the committee recognised the clinical importance of moderate exacerbations, applied a definition consistent with that in the pivotal trails and recognised their contribution to overall treatment benefit in the economic model.
In light of the above, it seems clear that the company, TAG and committee understood that moderate exacerbations are an important part of the disease that impact disease progression and that they were central to the appraisal.

For those reasons, I am not persuaded that it is arguable that the committee's approach was unreasonable in light of the evidence submitted to NICE.
If you are minded to pursue this point at final scrutiny, I would invite you to explain why you say that the committee's approach to moderate exacerbations is unreasonable: in what way do you say the committee has undervalued or diminished the importance of moderate exacerbations, and what should it have done differently? I would also invite you to clarify if you consider there is a material difference between the GOLD 2026 definition of moderate exacerbations and the definition used by the committee and any resulting unfairness or unreasonableness.

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 the next 10 working days, 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.

Once I have made my final decision, and where there is more than one appellant, each appellant will receive the valid appeal points of the other appellants and their redacted appeal letter. This is to enable appellants to avoid duplication at the hearing where there are overlapping appeal points. If the appeal letter and/or responses to scrutiny contain confidential information please ensure you have provided a version with this information redacted by 18 March 2026.

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 12 March 2026. 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








Mark Chakravarty

Lead Non-Executive Director for Appeals & Vice Chairman National Institute for Health and Care Excellence
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