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+44 (0)300 323 0140


Sent by e-mail only: XXXXXXXXXXXXXXXXXX

Myeloma UK and the UK Myeloma Society 410 Thames Valley Park Drive
Reading Berkshire RG6 1PT
Friday 12 July 2024



Dear XXXXXXXXXXX and XXXXXXXXXXX,

Re: Final Draft Guidance — Isatuximab with Pomalidomide and Dexamethasone for treating relapsed and refractory multiple myeloma [ID4067]
Thank you for your letter of 4 July 2024, lodging an appeal against the above Final Draft Guidance (FDG). Dr Chakravarty is temporarily unavailable and so in accordance with paragraph 3.1 of NICE's Guide to the technology appraisal and highly specialised technologies appeal process, I am conducting initial scrutiny on this occasion.
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: NICE has failed to act fairly by its inconsistent evaluation of the effectiveness of daratumumab.

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

It is my understanding that this appeal point challenges the Committee's assessment of the evidence, specifically its conclusion to adopt RCD log-normal 2-knot distribution for overall survival rather than the Weibull distribution model (as preferred in TA783). I am of the initial view that this is a challenge to the reasonableness of the Committee's conclusion, having evaluated the evidence, rather than the procedural fairness of its approach to the appraisal. Therefore, I consider this to be a reasonableness argument which has been considered under appeal point 2.1, which I am minded to refer to the Appeal Panel. I am of the view that it does not present an arguable basis for referral under ground 1.

Appeal point 1(a).2: NICE has acted unfairly by neglecting to consider the significant impact that the 2022 update of the NICE methods and processes had on this appraisal.

I am minded to refer this appeal point to the Appeal Panel.

In reaching this view I agree that there is an arguable point as to whether the Committee has fairly considered the application of flexibility to the standard appraisal methodology, in circumstances where elements of the combination and comparators were appraised under NICE's previous methodology.
Ground 2: the recommendation is unreasonable in the light of the evidence submitted to NIC

Appeal point 2.1: NICE’s conclusion that the EAG’s (new) extrapolation approach for daratumumab was the most appropriate is unreasonable.

I am minded to refer this appeal point to the Appeal Panel.

In reaching this view I consider it arguably unreasonable for the Committee to choose a different model for overall survival to appraisal TA783 in the absence of new evidence to justify the different approach.

Appeal point 2.2: NICE’s decision to appraise this treatment without considering the significant impact the 2022 update of the NICE methods and processes had on this appraisal is unreasonable.

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

This appeal point makes the same argument as that made under ground 1a.2; that the Committee ought to have considered the impact of the 2022 update of the NICE methods and processes on the current evaluation, and taken steps to introduce flexibility into the current evaluation process to mitigate those impacts. That amounts to a challenge to the procedural fairness of the approach adopted by the Committee, which is why I am minded to refer appeal point 1a2 to the Appeal Panel. My initial view is that there is no arguable basis for also referring the point under ground 2.
Appeal point 2.3: NICE’s conclusion that “the data from ICARIA-MM provided a more robust estimate of relative effect than the naïve SACT data comparison” is unreasonable.
I am minded to refer this appeal point to the Appeal Panel.
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In reaching this view I anticipate that the Appeal Panel will wish to explore the Committee's reasons for its conclusions in relation to evidence on this point from the ICARIA-MM trial.

Appeal point 2.4: NICE’s conclusion that “the same utility values should be used for each treatment arm” is unreasonable.

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

The Committee provides a detailed consideration of utility values at paragraph 3.12 of the FDG. The Committee acknowledges the approach taken in TA658 and explains why it prefers the approach taken by the EAG. The Committee explains clearly that it is also satisfied that the EAG model is simpler and a better statistical fit to the utility data from ICARIA-MM. The Committee appears to have reached its conclusion following careful consideration of the relevant evidence, including the approach taken in TA658, and I am of the initial view that its approach to the evidence is not arguably unreasonable.

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. For the points I am already content to refer on, an oral appeal will be held which will be held remotely.

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 1 August 2024.

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 2 September 2024. 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

Sharmila Nebhrajani OBE

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