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Dr Mark Chakravarty
Lead non-executive director for appeals 
National Institute for Health and Care Excellence

2nd Floor
2 Redman Place
London E20 1JQ

Dear Dr Chakravarty,

Thank you for your letter on the 21st of July 2025 with regards to Myaware’s appeal letter from the 10th of July 2025. I am grateful for your consideration of appeal points 2.1-2.4 of Myaware’s letter and glad that you agree that these raise grounds of appeal that merit a referral to the Appeal Panel.

I am also grateful for your consideration of, and response to, appeal points 2.5 and 2.6 but respectfully disagree with your decision not to refer these points to the Appeal Panel. In response to your comments, I would like to make the following points on these two grounds:

Appeal point 2.5: NICE’s conclusion that it would consider the utility decrement associated with corticosteroid use qualitatively in its decision making is irrational

This appeal point, alongside Appeal point 2.6, both stem from the same underlying problem – namely, the difficulty of capturing robust quantitative data to reflect the full burden of rare diseases such as gMG (including the burden on patients’ families and carers) and the consequent potential benefits of treatments. This is primarily due to the challenge of performing properly sized and powered studies that are absent of bias when the patient population is low, creating hurdles in participant recruitment. It is also compounded by the heterogeneous nature of rare disease patients (such as the target population of refractory gMG patients in this case), who can widely differ in baseline characteristics, comparators, and interventions, which makes the aggregation of data difficult. I am concerned that if this difficulty is not taken into account adequately by the Committee in its decision making, the consequence will be to punish patients with severe refractory gMG for elements of their rare disease which are beyond their control, by understating the potential benefits to them of novel treatments such as Zilucoplan. This will compound their isolation and mean that their high unmet needs remain unaddressed.

It cannot be controversial that there is a utility decrement associated with corticosteroid use: while there may not have been before to the Committee robust evidence quantifying this decrement specifically for gMG patients, the reports of osteoporosis, hospital admissions, and severe weight gain are well characterised as side effects of steroids.  However, as explained in Myaware’s appeal letter, the practical effect of the Committee taking the utility decrement associated with corticosteroid use qualitatively into its decision making was that the utility decrement made no difference to the outcome. The Committee failed to capture the true burden of steroids and what impact the reduction of corticosteroid dosage could provide a patient with gMG. In Myaware’s submission, that decision (to prefer complete exclusion over acceptance of data with uncertainties) was irrational. The Committee should have allowed comparisons with other diseases that do have the backing of robust data or been more flexible in accepting uncertainties in the quantitative data. 

Considering the harms of corticosteroids only qualitatively has ultimately resulted in what is a significant burden for gMG patients being completely left out of the Committee’s modelling. I consider that this important, and unreasonable, decision merits consideration by the Appeal Panel at the planned oral hearing.

Appeal point 2.6: NICE’s conclusion that it would consider the impact of Zilucoplan on carers qualitatively in its decision making is irrational

As mentioned in the discussion above of Appeal point 2.5, the Committee’s decision to address this topic (like the burden of corticosteroid use) in solely qualitative terms downplays the reality lived by gMG patients and the burden of their (lifelong) disease. As such, the true impact of the technology is not being assessed.
The Committee had the opportunity to hear first-hand from patients whose carers (in some cases, their young children) were positively impacted by Zilucoplan. They heard that these carers were able to return to work or education as their responsibilities had lessened. The implication of such evidence of carer impacts is that Zilucoplan does provide a quantitative benefit. However, as in relation to corticosteroid use, the Committee declined to allow the use of quantitative data drawn from another disease as a suitable proxy and gave no consideration to alternative ways to allow flexibility so as to capture quantitatively this important potential benefit. 
Consequently, there is no indication that the benefit of Zilucoplan in terms of carer utility has had any impact on the Committee’s decision making. Again, the patient community is being punished because of difficulties in evidence generation which are not the fault of those most affected. It is the responsibility of the Committee to ensure an accurate representation of the disease is considered when making these decisions. By rejecting any proxies drawn from other diseases and not considering any other way to allow flexibility in cases such as this, the result is that the burden of the disease (and potential benefits of treatment) will be understated. The testimony of patients and carers becomes an afterthought in the process.

Thank you for considering the further points that I have made above, which I hope demonstrate that these appeal points, too, should be referred to the Appeal Panel. I look forward to hearing from you in due course. 

Yours sincerely,
XXXXXXXXXXXXXXXXXXXXX
XXXXXXXXXXX, myaware
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