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14 February 2025

Dear XXXXXXXXXXX
Re: Final Draft Guidance for efgartigimod for treating generalised myasthenia gravis [ID4003] 
Thank you for your letter of 6 February 2025, lodging an appeal against the above Final Draft Guidance (FDG).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 2: the recommendation is unreasonable in the light of the evidence submitted to NICE
Appeal point 2.1: The real world evidence of the efficacy of efgartigimod in the proposed treatment population has not been adequately considered. 
In summary, I understand your appeal point to be that the Committee's conclusion was unreasonable in the light of real world evidence as to the efficacy of efgartigimod in patients with refractory gMG, which was not considered in the FDG.
I am not minded to refer this appeal point to the appeal panel, for two reasons. 
The first reason is that, on review of the FDG and the committee papers, I am persuaded that the committee did give careful consideration to a range of sources of real world evidence of the efficacy of efgartigimod in the proposed treatment population. The committee describes the real-world evidence that it has considered at paragraph 3.16 of the FDG, and how it has been taken into account. I am reminded that an appeal on this ground can only succeed if the Committee's conclusion "cannot reasonably be justified from the evidence presented to the committee… is obviously and unarguably wrong, illogical, or does not add up'".  I do not consider that can arguably be said to be the case here. 
I should also note that the committee can only consider the evidence presented to it. Two of the  proposed sources of real-world evidence listed in your appeal letter were not published by the time of the final committee meeting, and so I anticipate were not presented to the Committee:
· Moniz Dionisio J et al, J Neurol Psychiatry, 2025 – "A retrospective review of 48 patients who were treated with efgartigimod under the UK Early Access to Medicine Scheme". 
· Silvestri NJ. Muscle Nerve 2025 – "A retrospective review of 19 pts who were not adequately controlled on oral med/IVIg who were treated with efgartigimod". 
Of the remaining eight sources of real-world evidence listed in your appeal letter, only one (Frangiamore R et al. Eur J Neurol 2024) appears in the committee papers (committee papers 3).  As set out at the end of this letter, you are entitled to submit further evidence and / or clarification following receipt of this letter.  I invite you to confirm whether: 
(a) you believe that these sources of real world evidence were presented to the Committee but not considered at all (which could amount to an arguable ground 1 point under procedural unfairness);
(b) you believe that these sources of real world evidence were presented to the Committee and the Committee's conclusions cannot reasonably be justified given their contents; or
(c) you accept that these sources of real world evidence (with the exception of Frangiamore) were not presented to the Committee.
Appeal point 2.2: The equity of access to, and risks associated with alternative treatments were not adequately considered. 
In summary, I understand your appeal point to be that the Committee unreasonably failed to consider adequately the challenges for patients of accessing IVIg and PLEX, and/or the risks of those treatments.  
I am not minded to refer this appeal point to the appeal panel. In reaching that preliminary view, I note that the committee has set out the consideration of these issues in paragraphs 3.2, 3.5, 3.6, 3.24, 3.26 and 3.27 of the FDG. I also note that the matter was taken into account by the committee in the fourth committee meeting.  I am not at present persuaded that the Committee's conclusions could arguably be said to be unreasonable in the light of that consideration.
Appeal point 2.3: There has not been adequate consideration of the UK MIG SIG plan to ensure judicious use of targeted treatment. 
Appeal point 2.4: There has been a lack of consideration of the evidence provided by experts in NICE committee meetings and in responses to previous draft reports. 
I am minded to refer a combination of both appeal points 2.3 and 2.4 to the appeal panel. 
I have taken into account the explanation in your letter that the existing treatment guidelines for generalised myasthenia gravis ("gMG") are out of date and that as a result you had shared a draft treatment algorithm (developed by the Association of British Neurologists) with the committee in academic confidence prior to the third committee meeting. I do not consider it unreasonable for the committee to have omitted reference to the draft treatment algorithm in the FDG as it was shared in academic confidence and so I am not minded to refer this appeal point to the appeal panel as a standalone appeal. 
I have considered Myaware UK's position that the clinical expert evidence put forward in the committee meetings and in response to draft guidance have not adequately factored into the committee's decision making.
Paragraph 3.2.24 of the NICE Manual provides that "clinical guidelines from NICE and other organisations can provide a good source of evidence for care management and the care pathway. When this is not clear or not available, expert clinical input of the usual care pathway can be used". In this appraisal, clinical guidelines were available, and it was appropriate for the committee to have considered the current clinical guidelines in its decision making rather than substituting it for expert clinical input alone. 
Notwithstanding, I am persuaded that in circumstances where expert clinical input suggests that the available clinical guidelines do not properly reflect current care management and the care pathway, the committee should give particular weight to the expert clinical input. 
As a result, I am minded to refer a combination of these appeal points to the appeal panel, as follows: 
"New Appeal Point 2.3: In circumstances where expert clinical input suggested that the current clinical guidelines for gMG are out of date and not reflective of the care pathway in practice, it was unreasonable for the committee to prefer the clinical guideline over the expert clinical input".
Appeal point 2.5: There has been insufficient consideration of evidence provided by patients and caregivers. 
Your appeal letter acknowledges that patients took part in the NICE committee meetings, but argues that the Committee's conclusions were unreasonable by reason of insufficient consideration of their evidence.  You say that is because (a) in consequence of the patients' condition they could not speak fully or at length, (b) many patients were unaware of the consultation. 
I am not minded to refer this appeal point to the appeal panel. I have reached this preliminary view because patients and caregivers were given considerable opportunities to provide evidence, both in committee meetings, and by way of comments on the draft guidance through online consultation. I note that your appeal letter does not suggest how you believe that the evidence that was provided was not reasonably taken into account.  I note further you have not argued that there was any procedural unfairness in the way that the Committee conducted the evaluation.
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 (by 5pm on 28 February 2025), 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 which is likely to 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 Friday 7 March 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 5:00pm on Friday 28 February.  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
XXXXXX
Sharmila Nebhrajani OBE
Chairman
National Institute for Health and Care Excellence
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