Ms Sharmila Nebhrajani OBE
Chairman
National Institute for Health and Care Excellence
2nd Floor
2 Redman Place
London E20 1JQ



Dear Ms Nebhrajani,
 
Thank you for your letter of 14 February 2025, summarising your initial scrutiny of our appeal letter of 6 February 2025.
 
In response we should like to make the following points:
 
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.
Thank you for considering our comments regarding this important point. Efgartigimod is a new treatment and real-world evidence must surely be considered. We remain convinced that this evidence, which has - indeed - been presented to the Committee, was not given due consideration. 

Specifically, we highlight the following points:

· We accept that the paper by 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” was not published in final form until 2025. However, the real-world data outlined in this paper were referenced in comments during the ACM meetings by both clinical experts.
· Moreover, the article was deposited on medRxiv (Efgartigimod efficacy and safety in refractory Myasthenia Gravis - UK’s first real-world experience | medRxiv) on the 1st February  2024 and referenced in the submission from XXXXXXXXXXX in her response to the Draft Guidance comments form. The purpose of having it available in this format was so that it was widely available to all stakeholders, as it is regarded by the clinical community as a seminal piece of evidence. 
· In addition, written comments highlighting these data were submitted by at least two respondents, in response to the initial consultation. These include, for example, the clinical expert statement and technical engagement response form submitted by XXXXXXXXXXX, as well as the Draft Guidance comments form submitted in response to the second ACM.

With regard to the evidence considered in the final draft guidance (FDG), the real world evidence in paragraph 3.16 refers to MyRealWorld MG, a study that aimed to explore the impact of MG in terms of treatments, side effects, co-morbidities, etc, from a patient perspective, rather than a ‘real world’ study on the efficacy of the drug.  In paragraph 3.13, there is reference to additional analysis of the ADAPT and ADAPT+ data, real world evidence from the US and evidence on efgartigimod in other indications. However, this was in reference to a residual treatment effect after stopping efgartigimod permanently, rather than real world evidence of the efficacy and utility of the drug. 

If these pieces of evidence were, indeed, considered by the Committee, this is unclear from the FDG, as are any reasons for it being disregarded.

Appeal point 2.2: The equity of access to, and risks associated with, alternative treatments were not adequately considered.
· Although alternatives to efgartigiomd such as IVIg and PLEx were referenced in the FDG, equity of access to treatment with intravenous immunoglobulin (IVIg) and plasma exchange (PLEx) was clearly not fully considered, nor is it obvious how much weight was given to this important issue. We say this because clinicians are aware that this is a crucial factor influencing treatment choices, so it merited extensive discussion both in Committee and in the final guidance. IVIg is not readily available in all areas and access is tightly controlled via national commissioning guidelines. PLEx is usually only available in large hospitals. It may also require central venous access for the treatment to be conducted. There are thrombotic risks associated with both treatments, as well as vascular risks that may result from PLEx. 
· Regarding the references to alternative treatments in the FDG, we should like to make the following points:
· 3.2 refers to NHS Commissioning Criteria for IVIg but, as mentioned above, these are highly restrictive and, neither the ability to access IVIg, nor the risks associated with it, are mentioned here.
· 3.5 refers to the proportion of patients estimated to be on regular IVIg. These numbers are lower than expected due to the inability to access IVIg. 
· 3.6 refers to a Delphi panel regarding IVIg use in which the respondents were asked to assume there were no issues regarding access to IVIg. It does refer to the proportion of patients highlighted in the real world study who received IVIg, and mentions patient experts who were unable to access IVIg. There is, however, little information about the impact that this has on patients’ health and no information is provided about the risks associated with IVIg. 
· 3.24 I cannot see mention of IVIg in this paragraph
· 3.26 This paragraph highlights that the proximity to a specialist centre may impact a patient’s ability to access Efgartigimod. This is also true for IVIg and PLEx, but this point is not made in this paragraph, and in fact was confirmed by patient testimony referred to in myaware and MDUK’s response to the second draft guidance (comment number 3).
· 3.27 We accept that, in this paragraph, reference is made to home care treatment with Efgartigimod, which is not possible with PLEx or IVIg – however, it is not clear how much weight was given to this important benefit of the new treatment.
· Discussion of plasma exchange is mostly restricted to modelling data provided by the company, despite the clinical experts highlighting the use of plasma exchange at different committee meetings. The costs and risks of vascular access for PLEx are not discussed.


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.
· Thank you for accepting these points for further discussion in the appeal panel hearing. We are happy for them to be considered together. 


Appeal point 2.5: There has been insufficient consideration of evidence provided by patients and caregivers. 
Thank you for your comments regarding this. This was the first NICE technology appraisal for a novel treatment for gMG. Both clinicians and patients with MG were new to this process and have commented that, although they were invited to the meeting and were asked questions, they strongly felt that the whole tone of the meeting did not encourage them to elaborate on important points, provide additional information or clarify points from earlier in the discussion. Rather, they have said that they felt limited to answering very specific questions and then briefly. I was a proxy patient expert for committee meeting 3 and 4 - after myaware’s nominated patient expert experienced a severe exacerbation of their myasthenia and was unable to take part. I can therefore confirm that it certainly did feel that patients were approached to comment on very few points in the discussion. The environment at those particular committee meetings, in contrast to meetings that NICE has held on some other topics, did not lend itself to encouraging open discussion from patients. In a disease such as myasthenia, the patient perspective is particularly valuable, considering that new ground is being broken with this novel therapeutic and the limited understanding that there is of the disease generally.
Thank you for considering the further points that I have made above, which I hope will give you confidence to refer these to the appeal panel. I look forward to hearing from you in due course.
Yours sincerely,
XXXXXXXXX
XXXXXXXXXXXXXXXXXX, myaware
